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498. Problems of Ageing and Chronic Sickness 
A. P. THomMson. British Medical Journal [Brit. med. J.] 
2, 300-305, Aug. 6, 1949, 28 refs. 


This paper is the second of two Lumleian Lectures de- 
livered before the Royal College of Physicians of London 
in April, 1949 [for the first see Abstracts of World Medi- 
cine, 1950, 7, 1]. It is based on clinical observations 
made in an institution for the aged and chronic sick in 
Birmingham. Gross contractures, without evidence of 
disease of the joints or central nervous system, were 
frequently observed in very old people who had been 
long in bed, the posture being one of extreme flexion, 
recalling the foetal attitude. Such patients are invariably 
totally incontinent, although a few talk sensibly when 
roused. The agility of the hands in manipulating food 
points to a cause Outside the central nervous system, and 
the explanation offered is that this attitude is adopted to 
conserve body heat. [The author does not point out the 
marked sex difference in the incidence of this condition: 
itis very uncommon in men.] Severe deformities of the. 
toes and feet of bedridden patients can be caused by 
pressure of the bedclothes and simple cradles should be 
supplied in all such cases. Anomalies of posture'develop 
slowly after cerebral vascular accidents producing hemi- 
plegia and may possibly be prevented by simple physio- 
therapy. Incontinence is frequent amongst the aged 
sick, but is not merely a consequence of age, the incidence 
being approximately the same in the decades 60 to 69, 
70 to 79, and over 80. Psychological disorder and 
apathy induced by institutional routine are partly 
responsible and, in the author’s opinion, are more 
important than the “irritable contracted bladder” 
of Wilson (Lancet, 1948, 2, 374). The vast majority of 
these patients suffer from more than one disease and 
the “ theory of the single diagnosis’ as applied to the 
aged sick is a fallacy. 

A clinical description of senescence is given and the 
problems of ageing are discussed. Senescence is seen as 
the effect produced on the organism by the two factors 
of time and environment. Evidence is adduced from 
comparative biology in support of the importance of 
environmental factors. Alterations in the blood 
chemistry of the aged suggest a deficiency in adrenal 
cortical activity, but the blood potassium level is normal. 
Administration of testosterone restores a more normal 
pattern of blood chemistry and promotes a feeling of 
well-being. A case of rapid ageing due to an accident 
is cited, in which the patient’s condition slowly returned 
to normal over a period of 2 years without treatment. 
Premature ageing is sometimes seen in women following 
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parturition and_is due to hypopituitarism. Wards 
should be established in general hospitals, and parti- 
cularly in teaching hospitals, for the study of the problems 
of the aged and chronic sick, the care of such patients 
lying within the province of the general physician. A 
stay of no more than 100 days should be necessary, 
the ultimate fate of the elderly sick being usually deter- 
mined within this period, and the additional hospital 
accommodation required could be obtained by trans- 
ferring simple surgical cases to “* recovery hospitals” a 
few days after operation. 

Reforms suggested include the provision of (1) beds 
for the aged and chronic sick in general hospitals; (2) 
special accommodation for the aged in which central 
services and domestic help are available; (3) measures 
to maintain the cohesion of the homes of the elderly, 
including medical and social services based on the 
hospital; and (4) facilities in industry for the sheltered 
employment of the elderly on light work under special 
conditions. [This is a careful study of a problem touch- 
ing all those engaged in the practice of medicine and 
should be read in the original.] P. D. Bedford. 


499. The Possibility of a “ Negative Phase ’’ Following 
B.C.G. Vaccination 

J. Bor. Acta Tuberculosea Scandinavica [Acta tuberc. 
scand.] 23, 123-139, 1949. 2 figs., 37 refs. 


At the B.C.G. Laboratory, Bergen, Norway, the 
author observed the effect of vaccination with B.C.G. on 
guinea-pigs in various stages of infection with tuber- 
culosis. A group of 60 young guinea-pigs were infected 
by intraperitoneal injection with 0-00C01 mg. of living 
human tubercle bacilli recently isolated from a case of 
exudative pulmonary tuberculosis, each animal receiving 
about 50 organisms. Four weeks after infection the 
Mantoux reaction with 1 mg. of tuberculin was negative 
or faintly positive. The animals were then divided 
into 5 groups of 12 and those of group (1) were vaccinated 
with 0-15 mg. of B.C.G. intracutaneously, while those of 
group (2), infected but not vaccinated, served as controls, 
During the following 4 weeks both groups showed a 
uniform weight gain, and blood counts failed to reveal any 
difference between the two, all the animals being in good 
condition and thriving at the end of the period. Post- 
mortem examination at this stage revealed no striking 
difference in the extent and degree of the tuberculous 
changes. 

All the remaining 36 guinea-pigs were markedly 
tuberculin-positive 8 weeks after infection, when the 
animals in group (3) were vaccinated with 0-15 mg. of 
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_B.C.G. and those of group (4) with 1-5 mg., the remaining 
12 guinea-pigs serving as controls. Four weeks after 
vaccination, when all 36 guinea-pigs were killed, they 
were still in good condition; the weight gain had been 
uniform in all three groups and blood counts showed no 
striking differences. Post-mortem examination showed 
extensive tuberculosis in all the guinea-pigs. The 
author’s impression was that in the two vaccinated groups 
the disease was more severe than in the control group, but 
statistical analysis of the findings failed to confirm this 
impression. He concludes, however, that his investiga- 
tion confirms what has been observed clinically: that 
B.C.G. vaccination of persons recently infected with 
tuberculosis is not harmful (despite the probability that 
such an antigen may produce a “ negative phase” and 
thus temporarily diminish resistance), whereas B.C.G. 
vaccination of the patient with extensive active tuber- 
culosis may be deleterious. J. M. Alexander 


500. The Efficacy of BCG Vaccination 
T. V. HyGe. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.) 23, 153-155, 1949. 1 fig. 


More than 5 years after the outbreak of an epidemic 
of tuberculosis in a Danish state school for young girls 
in 1943 (see Acta tuberc. scand., 1947, 21, 1) the author 
reviews its course. Since the original report, 2 new cases 

_ Of progressive pulmonary tuberculosis have occurred 
in the group of originally tuberculin-negative pupils, each 
of which developed 4 years after the primary infection. 
There were no further cases among the B.C.G.-vaccinated 
or the originally tuberculin-positive pupils. 

Thus the results at the end of 5 years are as follows: 
Of 94 tuberculin-negative, unvaccinated pupils exposed to 
infection 70 became tuberculin-positive, in 40 of whom 
pulmonary tuberculosis was demonstrated radiologically 
(36) and/or by gastric lavage (37); 11 of these patients 
developed progressive pulmonary tuberculosis (7 with 
cavitation) and one died. In 106 B.C.G.-vaccinated 
pupils exposed to infection only 2 cases of pulmonary 
tuberculosis appeared, both with cavitation. In 105 
originally tuberculin-positive pupils exposed to infection 
4 cases of pulmondry tuberculosis appeared; only 2 of 
these, however, could be regarded as due to exogenous 


re-infection. J. M. Alexander 
501. The Mortality of Primary Tuberculosis in Child- 
hood 


F. J. W. Mitver. Lancet [Lancet] 2, 274-276, Aug. 13, 
1949. 10 refs. : 


The author’s aim is to reconcile the views of physicians 
working in the tuberculosis service, who think that 
paediatricians exaggerate the importance of childhood 
tuberculosis, and those of paediatricians, who feel that the 
tuberculosis service as a whole minimizes the importance 
of childhood infection as a cause of mortality and 
morbidity. The former view is supported by the fact 
that mortality from tuberculosis under the age of 15 
years during 1936-45 in England and Wales was less 
than 10% of the total mortality from this disease. 
From the paediatric point of view, however, childhood 
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mortality from tuberculosis is compared with mortalj 
from other diseases of childhood. In 1945, in the ag, 
group | to 15 years, tuberculosis was responsible for 15Y 
of deaths. Mortality statistics for the age-group 0 tp 
15 years give a false impression as the large majority of 
deaths from other causes take place in the first year, when 
deaths from tuberculosis are relatively few. Nevertheless, 
in the age-group 3 to 12 months, 3% of all deaths in 1945 
were due to tuberculosis—as many as those due tp 
whooping-cough or measles; in the age-group 1 to 5 year 
tuberculosis was the third most important cause of 
death; and in the age-group 5 to 15 years it was second 
only to death from violence and accident, being by far 
the most frequent cause of death in this age-group from 
infective illness. 

The author then reviews the death-rates for correspond- 
ing groups in Newcastle-on-Tyne, where the tuberculosis 
mortality in all age-groups is particularly high, and com. 
pares them withthe comparatively low rates for Middle 
sex, stressing the need for study of local figures in 
assessment of the tuberculosis problem. In Newcastle 
the number of children under the age of 5 years is 18,000, 
but in 1941-5 one-third of all the deaths from tuber. 
culosis below that age occurred in a small group of 
nearly 400 children of families containing an infective 
adult. The need for prevention of infection, especially 
among the lower age-groups, by the control of infection 
in the adult is therefore reaffirmed. J. M. Alexander 


502. Influenza in Sweden in the Light of Investigations 
in Recent Years. [In English] 

G. Lérstr6m. Acta Medica Scandinavica [Acta med, 
scand.] 133, 253-260, 1949. 1 fig., 5 refs. 


Influenza epidemics in Sweden during the last 25 years 
have coincided as a rule with those reported from the 
U.S.A. An epidemic is shown to be present when the 
frequency reaches 100 cases per month per 100,00 
individuals, the course being often indicated by a com- 
parison between mortality and morbidity figures, since 
difference between them becomes less as the epidemic 
progresses. The figures for deaths registered as due to 
influenza are of more value than those of deaths regis- 
tered as due to acute bronchopneumonia with or without 
influenza. 

In 1947 an epidemic originating in Sweden caused by 
the influenza A virus was characterized by a high 
morbidity rate and the mildness of individual cases. A 
serologically atypical strain of virus A was isolated and 
called G-g. Antibody titration by the complement- 
fixation reaction showed that all cases were caused by 
the same strain of influenza virus A. It is noted that the 
1946 epidemic of influenza B had a slower course and 
lower frequency rate. C. R. Knappett 


503. Epidemic Typhus in Southwestern Arabia 

P. W. R. Petrie. . American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 29, 501-526, July, 1949. 9 figs., 
4 refs. 


An outbreak of typhus is described which occurred in 
the Yemen in 1940 and continued in some districts of 
south-western Arabia up to 1946. Typhus has not 
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previously been reported in Arabia. It is possible that it 
had been smouldering there for years or even centuries; 
the author himself saw some suggestive cases and also 
some relapsing fever in 1937 and 1938; on the other hand, 
the infection may have reached the Yemen recently from 
Ethiopia. The outbreak originated in San’a, the capital, 
where a British medical mission worked up to the autumn 
of 1943. There was a grave risk of spread into Aden via 
the ancient Jewish community of San’a, of which many 
members trekked westward in 1943 and 1944, encouraged 
by rumours that Palestine would welcome them as 
immigrants; stringent quarantine measures had to be 
taken against them. Aden was further threatened by the 
spread along the three trade routes from the Yemen, 
across the Western Aden Protectorate, and it was decided 
to shut the colony off by a “ cordon sanitaire’ along 
which dusting stations were established. 

The author describes the great difficulties encountered 
in the execution of preventive measures, through the 
inaccessibility of some of the infested areas as well as 
through the lack of co-operation shown by some local 
rulers. He stresses the need for continued watchfulness, 
and for a long-term programme of prophylaxis. 

W. G. Harding 


504. Sheep and Goats in the Epidemiology of Q Fever 
in Northern California 

E. H. LENNeTTE, W. H. CLARK, and B.H. DEAN. Ameri- 
can Journal of Tropical Medicine [Amer. J. trop. Med.) 
29, 527-541, July, 1949. 2 figs., 22 refs. 


In Northern Californa 150 typical cases of Q fever 
were investigated epidemiologically. In herds of sheep 
and goats linked with these cases infection with Coxiella 
(Rickettsia) burnetii was serologically proved in 37-9 and 
43-6% of the animals respectively. In cattle the corre- 
sponding figure was 2°6%. General serological surveys 
suggested that only sheep, goats, and cattle were affected 
among the domestic animals, and that in the herd popula- 
tions of Northern California the incidence was about 
equal in cattle and in sheep (3-1 and 3-5% respectively); 
insufficient data were available for goats. 

In view of the much higher correlation of infection of 
man with that of sheep and goats, compared with infec- 
tion of cattle, the authors suggest that sheep and goats 
may play a more important part in the epidemiology of 
the human disease. Air-borne transmission of dust 
contaminated with rickettsiae may be a likely mode of 
infection. W. G. Harding 


505. Some Principles of Fly Control for the Sanitarian 
H. I. Scupper. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 29, 609-623, July, 1949. 8 figs. 


In this well illustrated paper the control of flies by 
means of DDT spray is discussed. The author describes 
the resting and breeding habits of house and blow flies 
and stresses the significance of dealing with the night 
resting places of flies in any effort for their control. 
Details are given of the technique of spraying interior 
and exterior surfaces with DDT, and special attention is 
given to fly control in dairies, farms, restaurants, and 
industrial plants. W. G. Harding 
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506. The Enigma of Notified Dysentery. II 
J. A. Gtover. Monthly Bulletin of the Ministry of 
Health, etc. [Mon. Bull. Min. Hith] 8, 138-146, July, 1949. 


In a previous paper (Mon. Bull. Min. Hlth, 1947, 6, 46) 
the author reviewed the incidence of dysentery as 
measured by notifications in England and Wales between 
1925 and 1946. He called attention to the enormous 
increase in notification which began in 1925, proceeded 
slowly for 11 years, and then, with three major bounds in 
1937, 1941, and 1944, rose to a great peak of 16,278 in 
1945—an incidence 47 times as great as in 1925, the year 
of the fewest notifications since the war of 1914-18. It 
was significant that this enormous increase in notification 
had been accompanied by but a trivial increase in deaths, 
which numbered 135 in 1925 and 165 in 1945, 

In the present paper he records that after the great peak 
of notifications in 1945 there was a decline in 1946 to the 
nadir in 1947, since when there has been a rise. He 
tabulates the frequency with which organisms causing 
bacillary dysentery were isolated by the Public Health 
Laboratory Service during the period 1945-8, and 
concludes that the fluctuation in incidence, manifested as 
two waves separated by a trough, was due to Sonne 
dysentery, although Flexner infection had shown a 
somewhat similar contemporary variation on a much’ 

smaller scale. 

Several remarkable features are reported. For 
example, male infants and young boys showed higher 
attack rates and much higher case mortality rates from 
dysentery than did female infants and young girls, 
whereas in the aged these sex ratios were reversed. 
The geographical distribution of notifications was 
remarkable. For example, during the peak year five 
Welsh counties returned no notifications and only one 
case was notified between the five counties in the follow- 
ing year. After 1941 London had a higher attack rate 
than the rest of England, and Lancashire also had a high 
incidence. On the whole, rural districts had highe1 rates 
than English county and non-county boroughs and urban 
districts. The scattered distribution of short, localized, 
dysentery epidemics appeared to be haphazard. The 
author'is unable to offer any explanation of these varia- 
tions. The environmental and material factors which in 
his earlier paper he had tentatively suggested as possible 
causes seem no longer to serve as even a partial explana- 
tion, because they have remained, for the most part, 
unchanged throughout. W. H. Bradley 
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507. Peptic Ulcer in Factory Workers. A Socio- 
medical Pilot Survey 

D. G. Evans. Public Health (Publ. Hith Lond.] 62, 
203-208, July, 1949. 9 refs. 


This paper comes from the Institute of Social Medicine 
at Oxford and serves to emphasize further the extreme 
difficulty of research in sociological medicine. In 
general, the results of the investigation reported here are 
disappointing, but the value of the survey, as the author 
remarks, lies more in pointing out the difficulties and 
problems concerned. Subjects were chosen for investiga- 
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tion out of a factory population, and were divided into 
two groups—one of volunteers with stomach trouble, and 
the other of controls. The series included very few 
women, but the proportion of men to women in the 
factories concerned is not given. Some of the factors 
studied were as follows: (1) degree of work, physical or 
mental; (2) position at work; (3) tobacco-smoking; 
(4) alcohol consumption; (5) use of leisure; (6) food 
habits; and (7) occupational history. So far as possible 
comparison was made between the gastric and the 
duodenal ulcer groups, and between these and the con- 
trols. An attempt was also made to relate constitution, 
worry, and heredity in the ulcer cases, and any factors 
associated with the onset of symptoms or relapses as 
judged by the patients themselves. The numbers con- 
cerned were 122 males with peptic ulcer and 182 
dyspepsia-free controls. 

Many criticisms can be offered even in this careful 
study as to the validity of conclusions drawn, but the 
author wisely resists any temptation to depart from 
accurate statistical methods. The frequent habit of 
going to work without breakfast is rightly noted and the 
tendency of patients with ulcer to do their work in 
the sitting position rather than upright. A definite 
tendency appeared to exist among these patients to give 
up pipe-smoking in favour of cigarettes, and the figures 
suggest that smoking may predispose to or aggravate 
ulcer. No striking differences were found as regards 
shift work, irregular meals, degree of mental effort, or the 
influence of heredity in these cases. 

[This paper deserves study in spite of its negative 
findings, and in particular is a corrective of much casual 
and loose research in ulcer causation. It is clear that, 
while not insurmountable, the problems involved are 
both numerous and complicated.]} Thomas Hunt 


508. Cutaneous Granuloma from Accidental Contamina- 
tion with Beryllium Phosphors 

A. D. NicHot and R. DominGcuez. Journal of the 
American Medical Association [J. Amer. med. Ass.} 
140, 855-860, July 9, 1949. 6 figs., 8 refs. 


The increasing use of fluorescent lamps, sign tubes, 
and radio appliances has multiplied the chances of 
accidental contamination of the skin and subcutaneous 
tissues with beryllium. The authors describe 2 cases 
in which indolent skin lesions developed after accidental 
laceration with broken fluorescent lamps. Both patients 
were fluorescent lamp workers who, after 44 and 6 years 
of exposure to beryllium respectively, had developed 
chronic lung disease, with loss of weight, dyspnoea on 
exertion, and cyanosis, and both had the typical x-ray 
appearances of delayed chemical pneumonitis. There 
was a history in one of accidental lacerations in the 
suboccipital region from broken lamp fragments 84 years 
previously. The lesions healed promptly, but later 
broke down and suppurated repeatedly. The other 
patient developed a painful swelling under an old scar 
on the elbow while under treatment for the lung disease. 
She then admitted to laceration of the skin by fragments 
of a fluorescent lamp 18 months previously. Sections 
of the abnormal tissues showed small, circular, encapsu- 
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lated granulomata, some partly or completely hyalinized, 
but without caseation. Beryllium was found in the 
abnormal tissues by spectrographic means, no beryllium 
being found in control tissues. In one case the quantity 
of beryllium in consecutive slices of scar tissue varied 
between 2-1 and 79-4 yg. per g. of tissue and an attempt 
is made to correlate the beryllium content of each with 
the number of granulomata present per sq. cm. of section, 
The authors believe the pulmonary lesions to have been 
caused entirely by exposure to air contaminated with 


beryllium, and removal of the affected skin made no - 


difference to the lung disease. Since, as the first case. 
shows, beryllium can persist in skin lesions for 84 years 
despite repeated ulceration and suppuration, wide 
excision is required in the treatment of wounds con- 
taminated with beryllium. [These cases are remarkable 
in that disease resulted from separate local implantation 
of beryllium into the skin of patients who were also 
victims of the specific occupational lung disease.] 
J. N. Agate 


509. Bladder Lesions due to Aromatic Amines. Statis- 
tics and Prophylactic Measures. (Lesioni vescicali da 
amine aromatiche. Considerazioni statistiche e pre- 
venzione) 

M. Barsotti and E. C. VIGLIANI. Medicina del Lavoro 
[Med. d. Lavoro] 40, 129-138, May, 1949. 


Over a period of 17 years cystoscopy was performed on 
186 employees at two dyestuff factories, who worked in 
contact with benzidine, B-naphthylamine, «-naphthyl- 
amine, or aniline, many being examined 7 or 8 times. 
Those examined had been in contact with the chemical 
concerned for at least one year or, in the case of aniline, 
2 years. Where only a few men were employed on a 
hazardous process, all were examined, but where larger 
numbers were involved, those with changes in the urine, 
with bladder symptoms, or with many years’ service were 
selected. 

To minimize danger in the manufacture of benzidine 
more of the sulphate salt than of the base was made. 
From this department, in which 106 workers were 
employed, 13 were examined for the reasons given. The 
cystoscopic findings in 5 of these were normal, 3 showed 
congestion, one had a papilloma, and 4 had carcinoma. 
The period of contact in those with tumours ranged 
from 10 to 26 years. 

The bladders of 26 men in the £-naphthylamine section 
were examined; 8 were normal, 10 showed congestion, 
6 papillomata, and 3 carcinomata. In the «-naphthyl- 
amine section (3°% of the 8-compound appearing as an 
impurity) 30 men were employed, but some or all were 
at times working also with toluidine, anisidine, xylidine, 
chloroaniline, and phenetidine; 23 bladders were 
examined, of which 14 were normal, 7 showed congestion, 
and 2 papillomata. In the aniline section, 12 men were 
examined out of 19; the bladders of 9 were normal and 
3 showed congestion. It was difficult to estimate the 
total number of men who handled aniline occasionally 
outside the department, but possibly 600 men had some 
contact with it. Of these, 32 with symptoms were selec- 
ted; the bladders of 7 had sessile tumours, the others 
were normal. It was concluded that, in contrast with 
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the other products, aniline had no appreciable carcino- 
genic property. The over-all minimum period of 
exposure preceding tumour formation was 4 years, the 
maximum 28 years. The maximum period between 
cessation of exposure and the diagnosis of tumour was 
20 years. Symptoms were sometimes absent in those 
with advanced lesions. 

Preventive measures should include the avoidance, 
when possible, of the manufacture of azo compounds 
and of other substances as powders. All processes of 
manufacture should be enclosed and the greatest possible 
cleanliness of the plant and of the individual should be 
encouraged. The more intelligent the operative the less 
the risk. G. C. Pether 


510. The Knipping—Scoz Test and Other New Methods of 
Investigating the Respiratory Function in Silicosis. (La 
prova di Knipping-Scoz ed altre ricerche sulla funzion- 
alita respiratoria nei silicotici) 

§. Caccuri and S. pt Lauro. Folia Medica [Folia med., 
Napoli) 32, 337-358, Aug., 1949. 4 figs., 33 refs. 


Experiments were made on 12 persons suffering from 
silicosis to determine their capacity to work. Many 
methods have been used for this purpose, some of the 
most useful taking into account the oxygen consumption. 
In the Knipping—Scoz test the subject breathes in an 
atmosphere containing 50% oxygen and later in one 
containing 15% oxygen, and the oxygen consumption is 
measured. 

According to Italian law compensation is payable if 
death is due to silicosis or if the degree of disability 
exceeds 33% of the normal working capacity. Ordinary 
clinical tests are fallible in assessing the disability; 
patients with extensive lung lesions, as judged both 
clinically and radiologically, often have a very good 
capacity for work. The degree of dyspnoea is not 
directly related to the extent of the lesions. Some 
investigators have studied the reduction in vital capacity, 
noted the relation between this and the residual air, and 
tried to correlate the former with the reduced saturation 
of haemoglobin. The relation between vital capacity 
and body weight, oxygen saturation of arterial blood, 
and changes in venous pressure may be of value in assess- 
ing working capacity. The range of movement of the 
diaphragm also seems to be related to the elasticity of the 
lungs. 

Various authors have pointed out that a person 
suffering from lung disease will consume a different 
quantity of oxygen from the normal if he breathes an 
atmosphere containing more than the usual proportion 
of this element. Scoz modified Knipping’s technique, 
using a smaller Benedict apparatus with a capacity of 10 
instead of 150 litres and gas mixtures containing 50% 
and later 15% oxygen. In comparing the consumption of 
oxygen in the two atmospheres a difference of at least 
15 ml. is thought necessary in order to reveal pulmonary 
insufficiency. Scoz recognizes three types of deficiency: 
(1) compensated functional deficiency; in this the 
subject succeeds by effort in obtaining the oxygen he 
needs; (2) uncompensated functional deficiency with 
attempted compensation; here ventilation.is increased 
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but oxygen consumption in a 15°%% atmosphere is less than 
in one of 50%; (3) uncompensated functional deficiency 
without attempt to compensate; in this case ventilation 
does not increase. 

In another method the subject breathes from a spiro- 
meter in which the air is unchanged so that the oxygen 
tension falls continuously. When distress occurs the 
percentage of oxygen is noted. In the authors’ studies 
other methods were also used for comparison, and they 
consider the Knipping—Scoz procedure the most sensitive 
for detecting a deficiency in respiratory function. 

G. C. Pether 


511. Radiodermatitis of the Lip after Exposure to Arc 
Welding 

S. VERNON. Journal of the American Medical Association 
[J. Amer. med. Ass.] 140, 1333-1334, Aug. 27, 1949. 
2 figs. 


Two cases are reported i in which a chronic lesion of the 
lower lip occurred in similar circumstances in men 
employed in arc welding shops. Both men were young, 
31 and 25 years old respectively, and wore eye protection 
but no face protection when near the welder’s arc. Both 
were fairly heavy cigarette smokers, and the younger man 
gave a history of a previous similar lesion, as well as of 
venereal and plantar warts. 

After local excision of the lesion recovery was uninter- 
rupted in each case. Histologically, in the first case the 
section showed surplus epithelium, elastosis, basophilic 
degeneration of connective tissue, and telangiectases, 
which the pathologist attributed to radiodermatitis. In 
the second case he again reported the presence of radio- 
dermatitis, which could have been caused by radiation 
exposure during arc welding. A. Lloyd Potter 


512. Allergic Conditions Due to Ricin in Industry. 
(Accidents allergiques dus au ricin dans l’industrie) 

V. Duers, L. Rocue, and F. Totor. Archives des 
Maladies Professionnelles [Arch. Mal. prof. 10, 26-32, 
1949. 10 refs. 


Castor oil is extracted from the grain of the ricin plant. 
The residue after extraction, known as ricin cake, con- 
tains substances (ricine, ricinine, and a lipase) toxic to 
animals. A factory preparing glycine from ricin cake 
employed 8 men who, about 6 hours after working with 
cake for the third time, were affected with allergic symp- 
toms. In the four cases observed vomiting with or 
without diarrhoea, headache, dyspnoea and tightness in 
the chest, and pneumonia or pulmonary oedema were 
characteristic symptoms. One man _ suffered from 
haemoptysis. 

The intervals between the occasions on which cake was 
used were 2 months and 1 week. A study of the literature 
and the circumstances of this incident suggest that inhala- 
tion of fine dust at intervals is necessary to produce 
allergy. Allergic symptoms are not due to ricine (which 
is found in the grain and is very toxic to man and animals) 
but to a ricin-allergen (which is found in the grain, stem, 
and leaves of the plant and is non-toxic). Ricine and 
ricin-allergen have different chemical properties, which 
are described. T. A. Lloyd Davies 


Genetics 


513. A Genetic Study of Hypertrophic Pyloric Stenosis. 
(Etudes génétiques sur la sténose hypertrophique du 
pylore) 

' M. Lamy, C. POGNAN, —. MARILLIER, J. JAMMET, and P. 
A. CorpieR. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris) 25, 2348-2351, July 26, 1949. 


The authors add the case of another pair of mono- 
zygotic twins, both affected with pyloric stenosis, to those 
of some 15 pairs of twins in the literature; in 13 pairs of 
the latter both twins were affected and in 2 pairs only one 
twin; in contrast, in only 2 out of 23 pairs of fraternal 
twins were both twins affected. An analysis of 212 
families containing 581 children, of whom 221 (185 boys 
and 36 girls) were affected, and having an increased 
rate of consanguinity of the parents, convinces the authors 
that pyloric stenosis is a recessive trait. 

H. Griineberg 


514. Results of a Genetic Investigation of Deaf-mutism. 
(Résultats d’une enquéte génétique sur la surdi-mutité) 

M. Lamy, F. DoLL, and —. MARILLIER. Semaine des 
Hépitaux de Paris [Sem. Hép. Paris] 25, 2351-2355, 
July 26, 1949. 6 figs., 30 refs. 


Out of 310 deaf-mutes cared for in the National 
Institute for Deaf-mutism in Paris about 60% were 
suffering from the inherited defect, the remainder hav- 
ing an acquired condition. In agreement with other 
investigators, the authors regard deaf-mutism as caused 
by a single recessive gene (though there may be “* mimic ”’ 
genes in different families). Retinitis pigmentosa occurs 
among deaf-mutes rather frequently; the explanation is 
that in some families the two conditions are caused by the 
same gene. H. Griineberg 


515. Congenital Anomalies. May they Recur in 
Siblings? 

A. CULINER. South African Medical Journal [S. Afr. 
med. J.| 23, 816-818, Oct. 1, 1949. 8 refs. 


With the intention of correcting generally accepted 

fallacies this brief survey of some of the recent literature 
pertaining to congenital anomalies has been made. 
Since many congenitally abnormal children die in utero 
or, if viable, have no gross skeletal changes, the incidence 
of deformity would appear to be less than is actually the 
case. 
Rubella, measles, and mumps have been shown to be 
related to defects, especially of the special sense organs 
and the heart. Specific dietary deficiencies, inert dyes, 
and irradiation are also capable of inducing physical 
disturbances in the growing embryo. 

Faults in the paternal or maternal germ cell before 
conception may be responsible for subsequent anomalies 
in the.offspring. Inbreeding often results in abnorm- 
alities of the child, such as deaf-mutism. Some con- 


genital anomalies are not.transmitted from father to son, 
but from father through daughter to grandson. The 
bipartisan effect of genetic influence, with devastating 
results in the offspring, is shown in haemolytic disease of 
the erythroblastic infant. Some inherited defects are 
lethal, and the possibility of the presence of lethal genes 
must be considered in habitual abortion. Most human 
lethal genes are fortunately recessive. Congenital deaf- 
mutism, haemophilia, Friedreich’s ataxia, amaurotic 
idiocy, and dwarfism are recessive characters, but Mon- 
golian idiocy, congenital haemolytic jaundice, and 
Huntington’s chorea arise as dominant mutations. 

It has been shown that in a random sample of the 
population the incidence of anomalies is approximately 
1 per 200 live births, but when the first offspring in a 
particular family has been born with some defect the 
chance that the abnormality will reappear in a subsequent 
pregnancy, not necessarily the succeeding one, is about 
25 times greater than in the general population. The 
older the mother beyond the age of 30 years. the greater 
the incidence of defects. A child born later in a family 
is more likely to have a malformation than an older 
sibling. [As regards the social implications, the conclu- 
sions arrived at by the author are open to criticism and 
not all authorities will agree with the “ moral and legal 
obligations” he seeks to impose upon the medical 
profession in cases in which there is a prospect of 
deformity in an unborn child.] Lilian Raftery 


516. A New Human Hereditary Blood Property 
(Cellano) Present in 99-8% of all Bloods 

P. Levine, M. Backer, M. WiGcop, and R. PONDER. 
Science [Science] 109, 464-466, May 6, 1949. 8 refs. 


517. Genic Factors in Visceral Asymmetry and in the 
Development and Pathologic Changes of Lungs, Heart and 
Abdominal Organs 

J. TORGERSEN. Archives of Pathology [Arch. Path. 41, 
566-593, June, 1949. Bibliography. 


518. Researches on Heredity in Diabetes: Role of the 
Constitutional Type of the Healthy Parent. (Recherches 
sur ’hérédité dans le diabéte: role du type constitu- 
tionnel du parent sain) 

I. Pavet and A. ANGHELESCO. Presse Médicale [Pr. méd.} 
57, 725-727, Aug. 6, 1949. 6 figs., 2 refs. 


519. The Genetics of Lactation. (Allaitement maternel 
et génétique) 

U. PFANDLER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 79, 891-896, Sept. 24, 
1949. 6 refs. 


520. Same-Sex Families 
R. J. Myers. Journal of Heredity (J. Hered.] 40, 268- 
270, Oct., 1949. 1 ref. 
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Physiology and Biochemistry 


521. Volume Elastic Properties of the Right and Left 
Atrium 

R. C. Lite. American Journal of Physiology [Amer. 
J. Physiol.) 158, 237-240, Aug. 1, 1949. 2 figs., 7 refs. 


The maintenance of a pressure gradient from the left 
to the right auricle in normal hearts and those with atrial 
septal defects has been attributed on indirect evidence 
(Opdyke et al., Amer. J. Physiol., 1948, 154, 258; 
Cournand et al., ibid., 1947, 150, 267) to a difference 
in the elastic properties of the atria. In order to test this 
view measurements were made of the pressure-volume 
curves of atria removed from dogs immediately after 
death. The heart was removed, the veins entering the 
atria were ligated, and the atrio-ventricular valves sutured 
in the position of anatomical closure. The atria were 
immersed in saline and the amount of fluid needed to fill 
them without distension was measured. 

Measured volumes of fluid were then added and the 
rise in pressure for each increment was determined. 
The right atrium had an initial filling volume twice that of 
the left. It is concluded that the pressure gradient 
between right and left atria results from the ditference 
in their volumes and their distensibility characteristics. 

R. A. Gregory 


522. Dynamics of Experimental Atrial Septal Defects 
R.C. Litte, D. F. Oppyke, and J.G. HAWLEY. Ameri- 
can Journal of Physiology |Amer. J. Physiol.] 158, 241- 
250, Aug. 1, 1949. 4 figs., 10 refs. 


The demonstration of a pressure differential between 
‘right and left atria and of the causes of this (Abstract 
52!) provides a physical basis for the generally accepted 
view that a left-to-right shunt of blood occurs in cases of 
atrial septal defect; no explanation exists, however, for 
the maintenance of the pressure ‘gradient in the presence 
of a large defect. To throw light on the factors con- 
cerned, atrial septal defects were produced in acute 
experiments on anaesthetized dogs and right and left 
atrial pressure pulses were recorded simultaneously by 
calibrated optical manometers. In most of the experi- 
ments a left-to-right pressure gradient persisted during the 
entire cardiac cycle. Increasing the venous return by 
rapid saline infusion raised both right and left atrial 
pressure in the presence of a septal defect, but the left 
atrial pressure rose more than the right. When ventri- 
cular action was stopped temporarily by vagal stimula- 
tion, right and left atrial pressure became equal within 
2seconds. 

After the first ventricular beat the left to right gradient 
again appeared; it was therefore produced by dynamic 
means. Evidence from this and from earlier work 
Proves that the gradient in the presence of septal 
defects is due to the lesser distensibility of the left atrium 
and the increase in right ventricular output. 

R. A, Gregory 


4 


523. Growth Hormone and Blood Sugar Level. [In 
English] 

J. H. GAARENSTROOM, J. Husié, and S. E. pe JoNGH. 
Acta Endocrinologica [Acta endocrinol., Kbh.] 2, 317-323, 
1949. 11 refs.. 


In rats which have been subjected successively to hypo- 
physectomy, adrenalectomy, and thyroidectomy, the 
excessive rise in blood sugar level which normally follows 
the administration of sugar after hypophysectomy is 
prevented by giving a growth-promoting pituitary extract. 
Since this effect cannot, therefore, be mediated by the 
adrenals or thyroid, it is suggested that the pituitary 
growth hormone may have a “ pancreotrophic ”’ action. 

C. L. Cope 


524. Dietary Fat and Calcium Wastage in Old Age 

G. G. Kane, F. E. Lovetace, and C. M. McCay. 
Journal of Gerontology [J. Gerontol.] 4, 185-192, July, 
1949. 4 refs. 

525. Abruptio Placentae in 
Guinea Pigs. [In English] 

A. INGELMAN-SUNDBERG. Acta Endocrinologica [Acta 
endocrinol., Kbh.] 2, 335-346, 1949. 5 figs., 13 refs. 


The claim of Shute that deficiency of vitamin E can 
induce premature separation of the placenta in women 
has prompted investigations in the guinea-pig. Groups 
of pregnant animals were fed on a vitamin-E free diet and 
given from 0 to 1-6 mg. of tocopherol daily. Abortion 
occurred in all having 1-2 mg. or less: the smaller the dose 
of tocopherol the earlier the abortion. In pregnancies 
continuing for more than 55 days no pathological changes 
were found in the placenta, but in those separating at an 
earlier stage marked changes were often found. These 
included complete or partial separation of the placenta 
with haemorrhage outside the foetal membranes, de- 
generative changes in the maternal placental vessels, 
and presence of birefringent crystals in the placenta and 
uterine wall, the placental separation being caused by the 
changes in the maternal vessels. A daily dose of 1-6 
mg. of tocopherol prevented all these changes. 

C. L. Cope 


526. Tryptophan and the Biosynthesis of Nicotinamide 
P. ELLINGER and M. M. ABpEL Kaper. Biochemical 
Journal [Biochem. J.) 45, 276-281, 1949. 18 refs. 


527. The Significance of Renal Function for the Effect 
of Desoxycorticosterone Acetate (DCA) in Addison’s 
Disease. [In English] 

R. Lurt and B. Ss6GREN. Acta Endocrinologica [Acta 
endocrinol., Kbh.] 2, 365-378, 1949. 3 figs., 29 refs. 


The authors have previously shown (Acta endocrinol., 
Kbh., 1949, 2, 287) that administration of desoxycorti- 
costerone acetate (DCA) to patients with renal damage 
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more readily causes oedema and hypertension than in 
normal persons. They now present observations on 
6 cases of Addison’s disease in which DCA administra- 
tion caused three types of response: (1) mild oedema and 
hypertension only after large doses of DCA and salt (4 
cases); (2) rapid onset of oedema with only small doses 
of DCA (1 case); and (3) rapid rise of blood pressure 
with only small doses of DCA (1 case). Renal function 
usually improves under DCA treatment, as judged by 
water tests, glomerular filtration rate, and renal plasma 
flow, but in 2 of these 6 patients it failed to do so. These 
were the two who developed respectively oedema and 
hypertension on small doses of DCA; one of them was 
proved at necropsy to have chronic nephritis, and the 
other was presumed also to have organic renal damage. 
The authors suggest that sensitivity in cases of Addison’s 
disease to small doses of DCA may often be due to 
complicating renal disease. C. L. Cope 


528. The Influence of Growth and Adrenocorticotropic 
Hormones on the Fat Content of the Liver 

C. Hao Lt, M. E. Simpson, and H. M. Evans. Archives 
of Biochemistry [Arch. Biochem.] 23, 51-54, Aug., 1949. 
10 refs. 


529. The Nervous Pathway of the Psycho-galvanic 
Reflex 
K. W. Goapsy and H. K. Goapsy. Journal of Physi- 
ology [J. Physiol.| 109, 177-184, Aug., 1949. 3 figs., 
19 refs. 


The authors report their investigations of the nervous 
pathway of the psycho-galvanic reflex. They carried out 
experiments upon themselves and upon patients in St. 
Thomas’s Hospital who had undergone lumbar sympa- 
thectomy or suffered from paraplegia. Details of tech- 
nique by means of which the skin resistance and potential 
were measured are given. It has been shown by various 
workers that psychological and other stimuli cause 
changes in skin potential and resistance as well as vaso- 
constriction. The authors noted that sympathectomy 
abolished both electrical responses; complete exsan- 
guination of a limb (by an Esmarch bandage) abolished 
the resistance response; in a case of complete transection 
of the cord at the level of the eighth dorsal vertebra, 
the responses were normal. 

They postulate that the basis of the resistance reponse 
is a change in the vascular bed, that of the potential 
change, activity in sympathetic nerve endings. They 
state that the psycho-galvanic reflex pathway is made up 
of many afferent paths from skin and wiscera, with a 
centre in the thalamus or possibly lower, and an efferent 
path consisting of sympathetic nerves. 

A. T. Macqueen 


530. Effects of Water Deprivation on the Renal Hemo- 
dynamics in Man. [In English] 

R. A. KENNEY. Acta Medica Scandinavica [Acta med. 
scand.}| 135, 172-175, 1949. 1 fig., 5 refs. 


The effect of complete water deprivation for 4 days was 
studied in 3 healthy subjects who were on a normal dry 
diet. After 3 days the urinary output measured in 


millilitres per minute over each 24 hours fell to a constant 
level of one-third of normal and the specific gravity of 
the urine rose to a maximum of 1038, but fell slightly in 
2 subjects on the fourth day. At the same time the urine 
became more acid, the pH falling from 6-2 to 5.2, 
During the period of dehydration both the glomerular 
filtration rate and the renal plasma flow were diminished, 
the latter to a greater degree, with a consequent increase 
in the filtration fraction. By the end of the experiment 
the subjects had lost 3 to 6% of body weight and there 
was haemoconcentration by about 7 to 8% with slight 
bradycardia and fall in blood pressure. 
W. M. L. Turner 


531. The Renal Regulation of Acid-Base Balance jn 
Man. IV. The Nature of the Renal Compensations jn 
Ammonium Chloride Acidosis 

O. W. Sartorius, J. C. ROEMMELT, and R. F. Pitts, 
Journal of Clinical Investigation [J. clin. Invest.) 28, 
423-439, May, 1949. 6 figs., 36 refs. 


This study of the response of the normal kidney to an 
increased load of acid was undertaken (a) to relate the 
rates of excretion of the several ions to their respective 
plasma concentrations, (6) to determine the nature and 
extent of the changes in glomerular filtration, renal 
plasma flow, and ionic reabsorption which underlie 
altered excretory function in metabolic acidosis, and (c) 
to study the time relations of the renal compensatory 
mechanisms in acidosis. For this purpose, 2 healthy 
adult males were kept on a constant diet for 15 and 16 
days respectively. The first 5 days constituted the control 
period, the second 5 days the period of acidosis, during 
which 10 or 15 g. of ammonium chloride was ingested 
daily, and the remaining 5 or 6 days the recovery period; 
24-hour urine specimens and daily blood samples were 
collected for analysis, and renal clearance experiments 
were performed at intervals during each period. 

In each case, the plasma bicarbonate level fell in exact 
proportion to the increase in plasma chloride concentra- 
tion. As bicarbonate was replaced by chloride there 
was found to be an increase in tubular reabsorption of 
chloride, the chloride loss being thereby restricted. 
However, although the ability of the renal tubules to 
reabsorb chloride increased as the load of bicarbonate in 
the filtrate was reduced, the increase was not sufficient 
to prevent loss of chloride in the urine. Early in acido- 
sis the excess urinary chloride was neutralized mostly 
by sodium derived from body buffers. Loss of sodium 
resulted in a moderate reduction of plasma sodium 
concentration, which was compensated for by the 
excretion of nearly equivalent quantities of water. In 
addition to this increase in chloride reabsorption two 
other mechanisms restricted sodium loss; increase in the 
excretion of potassium and calcium on the 2nd and 3rd 
days of acidosis, and production of ammonia in the 
kidney, which increased progressively during acidosis. 
It was found that ammonia and titratable acid excretion 
increased at equivalent rates and to approximately the 
same extent within the first 2 hours after ingestion of 
the acidifying salt. Only a small fraction of the maximal 
rate of ammonia formation was attained within this time 
interyal. K. Black 
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532. Some Observations upon the Pharmacological 
Activity of Di-isopropyl Fluorosphosphonate 

J. P. QuittiAM and F. G. StronG. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.) 4, 
168-178, June, 1949. 9 figs., 20 refs. . 


In the isolated rabbit heart (Langendorff preparation), 
di-isopropy! fluorophosphonate (D.F.P.) caused transient 
inhibition of the beat in doses up to 2-5 mg. Doses of 
2:5 to 25 mg. arrested the beat and recovery was incom- 
plete. Doses over 25 mg. permanently stopped the beat. 
A single injection of 0:25 mg. of D.F.P. increased the 
heart’s sensitivity to acetylcholine a hundredfold within 
2 minutes. This effect is permanent, thereby differing 
from eserine sensitization, which can be abolished by 
washing out. No additional sensitivity to acetylcholine 
occurred when D.F.P. was added to a heart fully sensi- 
tized with eserine, but the addition of eserine or neo- 
stigmine to a heart fully sensitized with D.F.P. caused a 
reversible reduction in sensitivity. Under the same 
conditions eserine also showed this ‘ atropine-like ” 
inhibition of the effects of pilocarpine and arecoline. 
The acetylcholine sensitivity of the frog rectus preparation 
was enhanced 2 to 8 times by D.F.P. after soaking for 
l hour. The response of a sensitized rectus to maximal 
stimuli after acetylcholine was augmented. Again, after 
D.F.P., eserine decreased the sensitivity, an effect which 
could be reversed by repeated washing. Propylene 
glycol, the solvent for D.F.P., exerted no effect upon the 
acetylcholine sensitivity of either preparation, although 
large doses of\the glycol possibly caused slightly increased 
sensitivity of the frog rectus to acetylcholine, together 
with large spontaneous twitches (sometimes rhythmical), 
small, spontaneous, non-rhythmical twitches, and an 
exaggerated stretch response. 

[Several substances are known which in small doses 
enhance the action of acetylcholine by inhibiting choline- 
esterase: the same substances in larger doses have an 
atropine-like action. It is interesting to see that even 
eserine shows this property.] John R. Vane 


533. Further Observations on the Effect of Prolonged 
Thiopental (Pentothal) Anesthesia on Metabolism of 
Carbohydrates and of Proteins in Dogs 

W. M. Booker, D. M. FRENCH, and P. A. MOLANO. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 96, 145-150, June, 1949. 3 figs., 9 refs. 


It has been shown previously that prolonged thio- 
pentone anaesthesia causes a fall in liver glycogen content 
and a rise in sugar and lactic acid levels in blood. This 
does not take place if insulin is given at a rate of 8 units 
per hour, or in a larger dose together with glucose. 
Anaesthesia also causes an increase in amino-acid con- 
centration and a decrease in urea concentration in blood. 
In animals kept on a high-protein diet for a week before 
the experiment, thiopentone caused a much smaller fall in 


liver glycogen content and less impairment of brom- 
sulphalein excretion than in those on normal diet, and the 
former animals required larger amounts of the anaesthetic 
to maintain a comparable state of anaesthesia. 

V. J. Woolley 


534. Pharmacological Studies on the Hypnotic, 2-Ethyl- 

3-propyl-glycidamide 
M. R. WARREN, C. R. THOMPSON, and H. W. WERNER. 

Journal of Pharmacology and Experimental Therapeutics 

[J. Pharmacol.| 96, 209-212, June, 1949. 6 refs. 


2-Ethyl-3-propylglycidamide was given intravenously 
or orally to various animals. Results differed widely, 
but roughly its potency as a hypnotic was about one- 
tenth to one-fifth that of pentobarbitone, one-quarter 
that of ethylisoamylbarbituric acid, and equal to that of 
D-monobromoisovalerylurea. The duration of its action 
was about the same as that of these three compounds, 
and the ratio of toxic to effective dose was greater than 
with any of them. When given over a long period it had 
no cumulative or chronic toxic effects. V.J. Woolley 


535. The Effect of Heparin and Dicumarol in Increasing 
the Coronary Flow Volume 

N. C. GiLBert and L. A. NALEFski. Journal of Labora- 
tory and Clinical Medicine {J. Lab. clin. Med.] 34, 797- 
805, June, 1949. 5 figs., 18 refs. 


536. Vaso- and Bronchomotor Actions of Noradrenaline 
(Arterenol) and of Adrenaline in the Isolated Perfused 
Lungs of the Dog. [In English] © 

H. Konzett and C. O. Hess. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma-_ 
codyn.] 78, 210-224, 1949. 9 figs., 17 refs. 


A heparinized dog was bled to death from a femoral 
artery cannulated under local analgesia, the blood being 
filtered through saline-soaked glass wool and later used 
for perfusion after addition of more heparin and glucose. 
Immediately after death the thorax was opened, the peri- 
cardium removed, and cannulae placed in the pul- 
monary artery, left auricle, and trachea. All the vascular 
connexions between the heart and lungs and the rest of 
the body were ligated and the preparation was removed 
from the chest and placed in a sealed ventilation chamber 
of 70 litres capacity. Ventilation of the lungs was 
secured by means of a valve system whereby a negative 
pressure of —8 to —10 cm. of water in the respiratory 
chamber was rhythmically released 12 times a minute. 
The lungs were perfused by a Dale-Schuster pump via the 
pulmonary artery. The blood returned from the left 
auricle into a reservoir from which the pump was fed. 
The inflow volume was about 400 ml. per min. and the 
total volume of circulating blood 300 to 500 ml. Pul- 
monary arterial pressure was recorded continuously by a 
tambour and manometer. The blood circuit was closed 
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and the venous reservoir volume was measured by means 
of a float recorder. Tidal air could be recorded by a 
closed spirometer system connected to the tracheal 
cannula and having a capacity of 300 to 400 ml. Drugs 
were administered by injection into the pulmonary artery 
or by inhalation from a fine spray. 

Noradrenaline and adrenaline, given by injection, 
were both found to increase vascular resistance and 
diminish the lung blood volume. The Jaevo-form of 
noradrenaline had an activity equivalent to that of 
L-adrenaline whereas the pL-form had one-half to two- 
thirds of the activity of L-adrenaline. The pulmonary 
vasomotor responses to adrenaline and noradrenaline 
were enhanced by cocaine and suppressed or reversed to 
the same extent by ergotoxine. They remained un- 
changed after treatment with atropine. Adrenaline 
given by inhalation produced the same vasomotor 
effects, although they were slower in onset and of longer 
duration. The bronchodilator activity of DL-noradren- 
aline was one-fifth to one-tenth of that of L-adrenaline. 
As perfusion proceeded the bronchodilator effects of 
DL-noradrenaline and L-adrenaline were sometimes 
spontaneously reversed, so that both drugs produced 
bronchoconstriction. This action could be suppressed 
with ergotoxine. Vera N. Warren 


537. Observations on the Alpha (Orthocresol) Ether of 
Glycerol (Myanesin). [In English] 

G. M. Everett and R. K. Ricnarps. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. 
int. Pharmacodyn.| 79, 477-480, 1949. 11 refs. 


Some recent work on “ myanesin” is summarized. 
Contrary to Berger’s original findings, results in rabbits 
and mice indicate that myanesin and pD-tubocurarine 
possess about the same therapeutic index of respiratory 
depressant to relaxing doses. The site of action of 
myanesin on the brain and spinal cord is confirmed by 
electroencephalographic experiments and by other work 
in which myanesin antagonized strychnine convulsions 
and depressed conduction in the spinal cord. In the 
rabbit and cat, fully paralytic doses of myanesin caused 
cardiac slowing and auriculo-ventricular block or 
ventricular fibrillation. The substance was very irritant 
to tissues in both 2% and 10% solutions. Anaesthetists 
generally prefer p-tubocurarine to myanesin, which has 
the undesirable properties of causing local irritation, of 
short duration, of being cardio-toxic, and of causing 
haemolytic effects in concentrated solutions. It may be 
useful in certain neurological conditions. 

Derek R. Wood 


538. The Effect of Neoantergan and of Benadryl on 
Serum-induced Myocarditis in Rabbits 
A. G. MACGREGOR and D. R. Woop. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.) 4, 
216-218, June, 1949. 3 figs., 13 refs. 


According to Kyser, McCarter, and Stengle (J. Lab. 
clin. Med., 1947, 32, 379), “* benadryl” and another 
histamine antagonist (“ No. 1627’) effectively prevent 
the appearance of rheumatic-like lesions in the myo- 
cardium of serum-sensitized rabbits. The authors have 
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been unable to confirm this. They gave twenty-two 
rabbits intravenous injections of 10 ml. per kg. 
weight of sterile unpreserved horse serum on the Ist and 
20th days of the experiment. Six of the rabbits were 
given subcutaneous injections of “* neoantergan ” (5 mg, 
per kg.), and the other 6 of benadryl (10 mg. per kg.) 
twice daily. All the animals were killed on the 28th 
day and the excised hearts fixed in formol-saline for 
histological examination. Moderate or severe myo- 
cardial lesions were found in treated and untreated 
animals alike. These results do not support the thera- 
peutic use of antihistamine substances in the treatment 
of rheumatic fever or of polyarteritis nodosa in man. 
F. N. Fastier 


539. Observations on the Effects of Tetraethyl Pyro- 
phosphate (TEPP) in Man, and on its Use in the Treatment 
of Myasthenia Gravis 

D. Gros and A. M. Harvey. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.) 84, 532-567, 
June, 1949. 10 figs., 25 refs. 


The in vitro anti-cholinesterase activity of tetraethyl 
pyrophosphate (TEPP) was 2 to 10 times stronger than 
that of diisopropylfluorophosphonate (DFP) and 10 to 
20 times stronger than that of neostigmine on cholin- 
esterases of human plasma, erythrocyte, brain, and 
muscle. TEPP was found, like neostigmine and unlike 


DFP, to be more soluble in aqueous than lipid solvents; 
this suggested that the in vivo actions of TEPP might 
more closely resemble those of neostigmine and that the 
excessive central effects of DFP might be absent. This 


was found to be the case. : 

The activity of cholinesterases of plasma and erythro- 
cytes in vivo was depressed to near zero and to 40% 
respectively by intramuscular injection of 2-5 mg. TEPP 
or oral administration of 10 mg. The activity recovered 
by about 20% in 24 hours. The amount of TEPP 
required to produce symptoms in man was 5 mg. intra- 
muscularly or 22 mg. in divided doses orally. The symp- 
toms were qualitatively the same as with DFP, including 
most muscarinic and nicotinic effects of cholinergic 
drugs together with central effects. The nicotinic effects 
of TEPP were more striking than those of DFP, while 
the central effects and actions on the gastro-intestinal 
tract were less severe. On neuromuscular function in 
normal subjects and in patients with myasthenia gravis 
the action of TEPP was similar to those of DFP and. 
neostigmine, resembling that of the latter more closely 
but lasting longer. In normal subjects muscular weak- 
ness was produced, but in myasthenic patients strength 
increased. Electromyograms showed changes corre 
sponding to the changes in strength. The administra- 
tion of neostigmine before TEPP blocked the action of 
the latter; if, however, neostigmine was injected after 
TEPP the effect was increased, and if the strength increase 
was already maximal weakness was produced (one patient 
nearly killed herself by first increasing her dose of TEPP 


. and then taking neostigmine to combat the resulting 


weakness). 
Of the 12 myasthenic patients who were treated with 
TEPP, 1 also needed neostigmine, from 2 the drug was 
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withdrawn because of weakness caused by overdosage, 
and 3 were maintained on TEPP for 1 to 2 months, 
strength being better than when they were on neostig- 
mine; their nausea, however, could not be controlled 
with atropine. The remaining 6 were maintained on 
TEPP for 4 to 8 months and preferred it to neostigmine. 
The average daily requirement for maintenance was 
16 mg. orally or 4-8 mg. intramuscularly in divided doses. 
Up to 10 mg. of atropine was required daily to reduce 
muscarinic and central effects The margin between 
effective and excessive doses of TEPP was narrow; 
reduction of the daily oral maintenance dose by 3 or 4 mg. 
halved the patient’s strength, while increase by 2 or 3 mg. 
caused muscarinic and central effects, which could not be 
prevented by large doses of atropine. 

R. P. Stephenson 


540. Action of Condensed Alkyl Phosphates on the 
Nerve-Muscle Preparation and the Central Nervous 
System of the Cat 

M. CHENNELLS, W. F. Floyp, and S. WriGHT. Journal 
of Physiology (J. Physiol.] 108, 375-397, June 15, 1949, 
13 figs., 21 refs. 


Astudy was made in anaesthetized or decerebrate cats 
of the effects of hexaethyl tetraphosphate (HETP) and 
tetraethyl pyrophosphate (TEPP) on the responses of a 


* femoral nerve—quadriceps preparation, on the flexor and 


crossed extensor reflexes, and the knee-jerk. The actions 
of the two drugs were qualitatively similar, but TEPP was 
5 to 10 times as powerful as HETP. The mechanical 
response of the nerve—muscle preparation to a single 
stimulus was potentiated and followed by repetitive 
asynochronous contractions of the muscle fibres lasting 
up to one second and due to an anticholinesterase 
action of the drugs at the motor end-plates. Both drugs 
as well as curarine showed mutual antagonism on nerve- 
muscle responses. Both drugs facilitated all the reflexes 
mentioned above, and in larger doses produced convul- 
sions, due to a direct effect on the central nervous 
system. Their central actions resembled those of 
eserine, diisopropylfluorophosphonate, and the tertiary 
carbamic ester anticholinesterases. R. A. Gregory 


541. Observations on the Pharmacology of Hexaethyl- 
tetraphosphate (HETP). (Contributions 4 la pharma- 
cologie du hexaéthyltétraphosphate (HETP) 
R. VeRBEKE and Z. Votava. Archives Internationales de 
Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 79, 367-380, 1949. 8 figs., 13 refs. 


Experiments were carried out on dogs anaesthetized 
with morphine and chloralose. Small doses of hexa- 
ethyltetraphosphate (HETP) injected intravenously in- 
hibit serum cholinesterase rather selectively but, although 
no cholinergic symptoms appear, the animal is more 
sensitive to the action of acetylcholine. Higher doses of 
HETP inhibit tissue cholinesterase also. The cardiac 
slowing due to HETP is a nicotine-like effect caused by 
stimulation of the vagal synapses and is not altered by 
bilateral vagatomy. It is abolished by substances such as 
“parpanit’’, tetraethylammonium, and ‘2559 F”, 
Which paralyse the vagal synapses. Small doses of 
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HETP also potentiate the effect of acetylcholine and of 
vagal stimulation on the heart. Large doses, however, 
can block the synapses. Carotid sinus reflexes are not 
altered by HETP. Even after parpanit administration 
there is still a fall in blood pressure when HETP is 
injected, and this is usually due both to bradycardia and to 
peripheral vasodilatation. Afteratropine administration, 
HETP does not, like acetylcholine, cause a rise in blood 
pressure because it does not stimulate the sympathetic 
ganglia. The pressor action of acetylcholine in the 
atropinized animal is increased by HETP. Respiration 
is sometimes stimulated by small doses of HETP but is 
inhibited by doses of 0-5 mg. or more per kg., this effect 
being abolished by parpanit, atropine, or tetraethyl- 
ammonium. Only once was bronchospasm seen after 
HETP, a finding at variance with those of other workers, 
Doses of less than 0-5 mg. HETP per kg., given intra- 
arterially, facilitate neuromuscular transmission, but 
larger doses cause a partial or complete block. Muscular 
fasciculations appear after doses of at least 1 mg. per 
kg. These disappear when very large doses of 25 mg. 
per kg. are given or after tetraethylammonium or par- 
panit but not after atropine. Derek R. Wood . 


542. Sudden Death from Tetraethylammonium Brom- 
ide 

M. ScHwarRtTz. Lancet [Lancet] 1, 1001-1002, June 11, 
1949. 15 refs. 


A report is made of the treatment with tetraethyl- 
ammonium bromide of 7 patients with bronchial asthma 
at the University Hospital, Copenhagen. In two of these 
cases the attacks were checked, in four they were aggra- 
vated slightly, and the remaining patient died immediately 
after the injection. In the latter case the drug was 
injected intravenously in a 10% solution and death 
occurred after 40 seconds when 230 mg. had been 
injected. During the 40 seconds the pulse rate rose, and 
the patient became pulseless at the end of that time. 
Necropsy 22 hours later revealed nothing to explain the 
sudden death. The possible causes of death are dis- 
cussed, and the speed of the injection is suggested as the 
most probable one. In view of the indifferent effect of 
the drug in the treatment of asthma and the risk involved 
the author advises against its use. 

[In view of the fact that Aas and Blegen (Abstract 
543) did not observe any untoward effects in a number of 
patients receiving this drug intravenously at a rate of 
100 mg. per minute and diluted in physiological saline, it 
would seem that the speed of injection was almost cer- 
tainly the decisive factor in the above case.] 

P. A. Nasmyth 


543. The Effect of Tetraethylammonium Bromide on 
the Kidneys 

K. Aas and E. BLeGen. Lancet [Lancet] 1, 999-1001, 
June 11, 1949. 8 refs. 


The effects of tetraethylammonium bromide (T.E.A.B.) 
in doses of 4 to 6 mg. per kg. body weight on water 
diuresis, urine, glomerular filtration rate, and renal 
plasma flow were investigated in 8 normal persons at the 
Oslo Municipal Hospital. 
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The urinary volume was measured by means of an 
indwelling catheter, the glomerular filtration rate with the 
help of inulin clearance, endogenous creatinine clearance, 
and urea clearance tests, and the renal plasma flow with 
sodium p-aminohippurate (P.A.H.). Inulin and P.A.H. 
were administered in physiological saline solution by 
continuous intravenous drip, and the T.E.A.B. was 
injected at the rate of 100 mg. per minute into the rubber 
tube for the intravenous drip, 20 cm. from the cannula. 

In all the experiments resting values were obtained 
during two 10-minute periods before the injection of 
T.E.A.B. Blood pressure was taken each minute 
throughout the experiment and the lowest value obtained 
in each period recorded. 

The injection of T.E.A.B. usually caused a considerable 
decrease in urine flow almost immediately, sometimes 
accompanied by proteinuria. The renal plasma flow 
and filtration rate were also reduced. These changes, it 
is claimed, could not be attributed to the very slight fall 
in blood pressure which also occurred. The mechanism 
of these effects is discussed and it is thought that they 
must be caused by an action of the drug on the renal 
parenchyma and renal vessels, though an action, at least 
in part, on the posterior lobe of the pituitary is an 
admitted possibility. P. A. Nasmyth 


_ 544. The Specificity of the Trimethylammonium Group in 
Acetylcholine 

P. HoLTon and H. R. ING. British Journal of Pharma- 
cology and Chemotherapy (Brit. J. Pharmacol.| 4, 190-— 
196, June, 1949. 5 figs., 13 refs. 


It has long been known that replacement of all three of 
the N-methyl groups of acetylcholine, or of other choline 
esters and ethers, by ethyl or larger alkyl radicals leads to 
virtual disappearance of stimulant action on structures 
with parasympathetic innervation and on ganglion cells. 
The effect of successive replacement of the N-methyl 
groups of acetylcholine by ethyl groups and acetoxyethyl 
groups has now been studied. Experiments were per- 
formed on cats (blood pressure measurements) under 
chloralose, guinea-pig ileum, frog heart, rabbit auricles, 
and frog rectus abdominis. 

The replacement of one methyl group of acetylcholine 
by an ethyl group does not alter pharmacological activity 
qualitatively and only reduces activity to between one- 
half and one-fifth of that of acetylcholine. The replace- 
ment of two methyl groups by ethyl groups produces a 
drastic reduction in activity, without altering its nature. 
The replacement of all three methyl groups by ethyl 
groups alters the kind of pharmacological effect produced: 
acetoxyethyltriethylammonium has nicotine-like actions 
on some preparations and atropine-like actions on others 
(frog heart, rabbit auricles). The mono-, di-, and tri- 
N-ethyl analogues of acetylcholine are hydrolysed by the 
cholinesterases of the dog’s caudate nucleus and of 
cobra venom at about the same rates as acetylcholine. 

The replacement of one methyl group by an acetoxy- 
ethyl group does not alter the kinds of activity, but it 
reduces them more than does replacement by an ethyl 
group. Replacement of two methyl groups by acet- 
oxyethyl groups reduces activities much more than 


replacement of one methyl group. Both ester groups of 
bis-acetoxyethyldimethylammonium iodide are hydro. 
lysed by various cholinesterases. The tri-acetoxyethyl 
compound is hydrolysed much more slowly by esterases, 
F. N. Fastier 


545. The Pharmacology of Dihydroxyphenylbenzy| 
Trimethylammonium Dimethylcarbamate (‘ NU-683 ”), 
(Sur la pharmacologie du diméthylcarbamate d’ hydroxy. 
phényl-benzyl-triméthylammonium (NU-683) ) 

R. CALDeEyrRo and E. GARCIA AusTT. Archives Inter. 
nationales de Pharmacodynamie et de Thérapie [Arch. int, 
Pharmacodyn.) 79, 454-460, 1949. 4 figs., 4 refs. 


This substance is chemically similar to neostigmine and 
has a selective inhibitory action on serum cholinesterase 
without causing cholinergic symptoms. In the anaesthe- 
tized dog it does not facilitate excitation of the vagal 
cardio-inhibitory centre by impulses arising from the 
carotid sinus during hypertension, nor does it affect the 
response of the centre to anaemia. However, the action 
of acetylcholine on the chemoreceptors of the carotid 
body is much increased after ‘* NU-683 ”’ administration 
and it also sensitizes the centre to the direct action of 
acetylcholine. Derek R. Wood 


546. The Effect of Diethylaminoethyl Ester of 1-Phenyl- 
cyclopentane-1-carboxylic Acid Hydrochloride, “ Par- 
panit ’’, on Decerebrate Rigidity, Spinal Reflexes and 
Skeletal Muscle 

C. M. Gruser, C. P. KRAatz, C. M. Gruser, Jr., and 
J. E. CopeLanp. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 96, 11-20, May, 
1949. 6 figs., 16 refs. 


The effect of parpanit (diethylaminoethy! ester of 
acid hydrochloride) 
on the rigidity and spinal reflexes of decerebrate animals 
and on skeletal muscle was observed. In general, 
its action resembled that of “ syntropan”’ and “ tra- 
sentin ’’ and differed from that of atropine, scopolamine, 
p-tubocurarine and “ intocostrin”’. 

Rigidity, and occasionally muscle tremors, develop 
in cats after decerebration. Intravenous injection of 
parpanit, syntropan, or trasentin (all in doses of 5 mg. 
per kg. body weight) caused complete relaxation and 
abolished any muscle tremors, although subsequent doses 
had less effect. Similarly, spinal reflexes in the decapi- 
tate cat were depressed after a dose of 10 mg. per kg. of 
parpanit, syntropan, or trasentin. These effects were 
thought to be due to action of the drugs on the central 
nervous system. 

Much larger doses of the three drugs were needed to 
affect the contractions of normal and denervated tibialis 
anticus of the cat and dog. Slow intra-arterial injections 
of 3 to 10 mg. increased the height both of twitches and 
tetanic contractions when the muscle was stimulated 
indirectly. Rapid injections of large doses of parpanit 
abolished the contractions for 10 to 120 seconds, after 
which the contractions were greater than before. The 
increase in contractions was accompanied by vaso 
dilatation but was probably not due to it, since vaso 
dilatation produced by nitrites, atropine, or intocostrin 
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did not increase the activity of the muscle. Neither was 
the effect due to an action on the neuromuscular junction, 
since both depression and increase of contraction 
occurred in denervated muscles and _ preparations 
paralysed with intocostrin. It is concluded that par- 
jt, syntropan, and trasentin have a direct action on 
muscle metabolism. Pamela Holton 


547. Sympatholytic Effects of Diethylaminoethanol in 


Man 

E. D. Freis, J. R. STANTON, and F. C. Moister. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 71, 299-300, June, 
1949. 6 refs. 


The haemodynamic properties of diethylaminoethanol 
were studied in hypertensive and normotensive subjects. 
A dose of 2 to 5 g. was given either in 0:5% solution by 
slow intravenous drip at a rate of 0-02 g. per minute or by 
rapid intravenous injection of a 10% solution at a rate 
of 1 g. per minute. Sympathetic vasopressor and digital 
yasoconstrictor reflexes were examined before, and at 
various intervals after, the administration of the drug. 
The rapid injection of 5 g. of diethylaminoethanol was 
followed by a reduction of basal arterial pressure, marked 
postural hypotension, inhibition of sympathetic vaso- 
pressor responses, and reduction in reflex vasoconstrictor 
responses. The heart rate either did not change signifi- 
cantly or increased moderately. These hypotensive and 
sympatholytic effects were transient and disappeared 
one-half to 1 hour after administration of the drug. At 
slower rates of administration and in lower dosage the 
drug did not produce such cardiovascular or sympa- 
thetic reflex changes.. This suggests that the sympatho- 
lytic and hypotensive effects are dependent on a high 
blood level of the drug, which has previously been shown 
to diffuse rapidly out of the blood stream. It is suggested 
that these sympatholytic properties of diethylamino- 
ethanol in man account both for its hypotensive action 
and for its effect in ventricular tachycardia, in which it 
causes reversion to normal rhythm. Vera N. Warren 


548. Dimethylether of p-Tubocurarine Iodide 

E. E. SWANSON, F. G. HENDERSON, and K. K. CHEN. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.) 34, 516-523, April, 1949. 1 fig., 16 refs. 


The results of this study confirm earlier reports that the 
dimethyl ether of D-tubocurarine is a more powerful 
curarizing agent than the parent alkaloid. When it was 
compared with the latter by the rabbit head-drop method 
the ether was found to be nearly 8 times as potent and to 
have a more persistent action. Tested on cat and rat 
sciatic nerve—gastrocnemius preparations it proved to be 
some six times more active in blocking neuro-muscular 
transmission. On the other hand, the ether was not more 
effective, dose for dose, than the parent alkaloid in 
inhibiting the response of frog rectus muscle to acetyl- 
choline. It was less toxic to mice, but more toxic to 
fats, guinea-pigs, and rabbits. No tolerance developed 
and there was no indication of delayed toxicity. As 
D-tubocurarine dimethyl ether has already been used 
lly in place of p-tubocurarine, the authors have 
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looked for antidotes against overdosage; they found 
neostigmine to be of limited value and artificial respira- 
tion to be. more effective. The drug acted synergistically 
with ether and with barbiturates. Its effect on the blood 
pressure of anaesthetized dogs and cats was variable. 
It sometimes increased uterine contractions post-partum 
in anaesthetized rabbits, but did not affect intestinal 
movement in dogs. F. N. Fastier 


549. The Pharmacology of 3-(N-Piperidyl)-1-phenyl-1- 
cyclohexyl-1-propanol HCI (Artane) and Related Com- 
pounds: New Antispasmodic Agents 

R. W. CUNNINGHAM, B. K. HARNED, M. C. CLARK, 
R. R. CosGrove, N. S. DAUGHERTY, C. H. Hine, R. E. 
VesseyY, and N. N. Yupa. Journal of Pharmacology and 
Experimental Therapeutics {[J. Pharmacol.) 96, 151-165, 
June, 1949. 6 figs., 26 refs. 


The properties of this compound, and of 5 others in 
which a cyclohexyl group was replaced by phenyl, 
propyl, isopropyl, butyl, and isoamyl groups respectively, 
were examined. Acute toxicity is about the same as that 
of atropine. Chronic toxicity is small. All the com- 
pounds are antiparasympathetic and their potency was 
determined on the isolated intestine of the rabbit in tone 
and relaxed, on vagal contro] mechanism of the heart in 
rabbits and dogs, on the pupil of the cat, on diuresis in 
rats, and on the isolated rat uterus. The cyclohexyl 
compound is the most powerful in inhibiting parasympa- 
thetic effects; small doses cause some cerebral depression; 
large doses cause excitement. The isoamyl compound is 
the weakest antiparasympathetic, but it has few side 
actions and there is a large margin between the anti- 
spasmodic and excitatory doses. V. J. Woolley 


550. Pharmacological Properties of Quinine Metho- 
chloride. [In English] 

D. K. DE JONGH and A. T. KNoppers. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie {Arch. int. 
Pharmacodyn.| 79, 381-402, 1949. 11 figs., 20 refs. 


The knowledge that quinine methochloride has a 
curariform action prompted its pharmacological re- 
assessment. It was known to have the clinical dis- 
advantage of causing a fall in blood pressure. The 
curare-like action has been confirmed by several experi- 
mental methods. The sensitivity of the rat diaphragm 
preparation to the drugs used varied considerably with 
time, and the variations in response to quinine metho- 
chloride and to p-tubocurarine were largely independent. 
Tubocurarine was between 30 and 80 times as active as 
quinine methochloride, but the possibility that each acts 
in a different manner is increased by the observation that 
neostigmine is only a feeble antagonist of the quinine 
compound but is very effective against tubocurarine. It 
was possible to obtain skeletal muscle paralysis with 
quinine methochloride in doses which did not seriously 
affect the respiration, and recovery was more rapid than 
after tubocurarine. Completely curarizing doses of 
quinine methochloride caused a fall in blood pressure in 
the cat, dog, rabbit, guinea-pig, and rat, often by as 
much as 50%, though the normal level was regained in 
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15 minutes. This effect appears to be partly central, 
partly peripheral, and possibly also due to a minor action 
on the heart. The depressor effect was not prevented by 
ephedrine, “sympatol’’, or ‘“‘norsympatol”’. The 
methochlorides of cinchonine, cinchonidine, and quini- 
dine also lower the blood pressure. It is suggested that, 
although it is probably useless in surgery because of its 
effect on the circulation, quinine methochloride might be 
valuable in shock therapy and in non-operative surgery 
(fracture treatment), being cheaper and safer than 
tubocurarine. 

[The depressor effect might be prevented by giving a 
potent antihistaminic substance. It has been shown that 
the fall in blood pressure after intravenous injection of 
curare is considerably reduced by such substances, being 
due to liberation of histamine in the body. Such a 
large fall in blood pressure as is reported here is obviously 
a very serious obstacle to the therapeutic use of this 
substance. ] Derek R. Wood 


551. The Antispasmodic Action of Basic Nitriles 

A. M. Lanps, E. ANANENKO, G. Jones, J. O. Hoppe, 
and T. J. Becker. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 96, 1-10, May, 
1949. 3 figs., 13 refs. 


The spasmolytic activity of certain basic nitriles was 
_ determined on the isolated ileum of the guinea-pig and 
rabbit. [For details of methods and results the original 
paper should be consulted.] Consideration of the 
relation between activity and chemical structure showed 
that the nitrile group is essential and that activity is 
markedly increased by changing the tertiary amine to a 
quaternary (methiodide) salt. The three most active 
substances were studied in more detail. ‘* WIN 1075”, 
“WIN 1234”, and “ WIN 1274” were spasmolytic 
on the small intestine of the rabbit and cat in situ. WIN 
1075 also antagonized the effect of pilocarpine on the 
colon in situ. These substances possessed other atropine- 
like properties which are summarized below. They were 
active when administered orally, sublingually, or 


parenterally. 
Approximate Activity Relative to 
Atropine 
Antagonism Oral 
Inhibition | of Acetyl- Toxicity 
of Salivary choline | Mydriasis| (LD 50) 
Secretion on Blood (Cat) | for Mice 
(Rabbit) (Pressure (mg. wi 
(Dog) kg. 
WIN 1075 100 Slightiy <10 19 1625 
WIN 1234 any 100} Slightly <10 10 800 
WIN 1274 Slightly <10 4 Not 
deter- 
mined 
Atropine 100 100 100 


Neither WIN 1075 nor WIN 1234 had a central 
stimulating action in rats and cats, except in high doses 
(40 mg. of WIN 1075 per kg. body weight). 

Pamela Holton 
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552. The Influence of Dibenamine Upon Circulatory 
Reactions to Ephedrine and Neosynephrine in Normal 
Man 

W. M. SHAw, E. M. Papper, and E. A. Ro 
Journal of Laboratory and Clinical Medicine (J. Lab. clin, 
Med.) 34, 669-673, May, 1949. 8 refs. 


553. Effect of Urecholine on the Stomach, Intestine ang 
Urinary Bladder 

I. F. Stemn and K. A. Meyer. Journal of the American 
Medical Assoviation [J. Amer. med. Ass.] 140, 522-525 
June 11, 1949. 2 figs., 9 refs. . 


CHEMOTHERAPY 


554. Therapeutic Effects of Thiosemicarbazone (TB 1) in 
Experimental Tuberculosis in the Mouse. (Effets curatifs 
du thiosémicarbazone (Tb 1) dans la tuberculose expéri- 
mentale de la souris) 
C. Levapiti. Presse Médicale Pr. méd.] 57,519, June 11, 
1949. 1 fig., 4 refs. 


Mice, given 1 mg. (moist weight) of the H 512 strain 
of human-type tubercle bacilli intravenously, received 
from the day of infection and for 46 days a daily dose 
of 10 mg. orally of p-acetamidobenzaldehyde thiosemi- 
carbazone (the most promising of the compounds of this 
group described by Domagk and his co-workers). Of 
17 mice so treated, 7 were alive after 58 days (end of 
experiment), whereas all 10 untreated controls were dead 
by the 30th day. Treated animals that died or survived 
had fewer bacilli in the lungs than did the controls, and 
the lesions showed evidence of healing. The protective 
effect is, however, not permanent, and it resembles in 
degree that of p-aminosalicylic acid rather than that of 
streptomycin. P. D’ Arcy Hart 


555. Increase in Resistance of Tubercle Bacilli to Sodium 
p-Aminosalicylic Acid: Observations on Cultures Isolated 
from Patients During Chemotherapy 

A. DeLaupe, A. G. KARLSON, D. T. CARR, W. H. FELD- 
MAN, and K. H. Pruetze. Proceedings of the Staff 
Meetings of the Mayo Clinic [Proc. Mayo Clin.) %, 
341-346, June 22, 1949. 2 figs., 14 refs. 


Cultures of tubercle bacilli obtained from 73 patients 
were tested for in vitro resistance to sodium p-amino- 
salicylate (NaPAS). The patients were divided into 4 
groups: (A) received no PAS (46); (B) received PAS 
(total 70 to 900 g.) for 94 days or less (18); (C) received 
PAS (total 850 to 1,684 g.), “ promin’’, and strepto- 
mycin for 144 to 180 days (4); (D) received PAS (total 
950 to 2,250 g.) for 157 to 251 days (5). Egg-yolk agar 
medium, to which solutions of NaPAS, sterilized by 
filtration, were added in graded concentrations, was used 
for resistance tests. The. inoculum was 0-1 ml. of 4 
ground suspension of the original culture at about 1 mg. 
per ml., and the highest concentration of the dmg 
permitting growth after 30 days of incubation was taken 
as the end-point. 

It was found that the resistance of cultures isolated 
from groups (B), (C), and (D) before the start of PAS 
treatment was 0-006 to 0-012 mg. per 100 ml. of medium; 
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as would be expected, the resistance in group (A) (no 
PAS treatment) was the same. At the end of treatment, 
the resistances of cultures from groups (B) and (C) had 
not increased, but those from 4 of the 5 patients in group 
(D) (receiving approximately the same amount of PAS 
as group (C) ) were now resistant to 1-6 to 6-4 mg. NaPAS 
per 100 ml. of medium, representing a 200- to 500-fold 
: . The main difference between groups (C) and 
(D), in which the increases of resistance of cultures after 
treatment were so different, was the fact that PAS was 
combined with streptomycin and promin in the former. 
[The development of strains of tubercle bacilli rests- 
tant to PAS by in vitro exposure to graded concentrations 
of the drug has not, so far as the abstracter is aware, yet 
been reported.] P. D’Arcy Hart 


556. Treatment of Malignant Disease with Nitrogen 
Mustard 

N. B. KurNICK, K. R. PALEY, M. H. Fieper, and D. K. 
Apter. Amnals of Internal Medicine [Ann. intern. Med.] 
30, 974-1003, May, 1949. 11 refs. 


This report is similar to that of Brown and Davis 
(Glasg. med. J., 1949, 30, 197), and the cautious conclu- 
sions about nitrogen mustard tally very much with their 
views. [These two papers should be read together.] It 
is clear that the selection of cases for which nitrogen 
mustard may be preferable to x rays is still a difficult 
problem to solve. Those who use nitrogen mustard 
most appear to distrust it most. [Further reference 
should be made to the observations of Mitchell 
(Practitioner, 1948, 160, 476).] G. F. Walker 


557. The Experimental Trial of Dibromsalicil in Animals. 
(Priifung von Dibromsalicil im Tierversuch) 
G. QuaDBECK. Klinische Wochenschrift (Klin. Wschr.] 
27, 449-452, July 15, 1949. 2 figs., 10 refs. 


Though it is stated at the outset that the bacteriostatic 
action of dibromsalicil is considerably reduced in the 
presence of serum, and that parenteral administration of 
the compound has no effect in streptococcal infections in 
mice, nevertheless a considerable amount of space is 
taken up in describing its systemic toxicity and certain 
pharmacological properties. The toxicity of the com- 
pound, as shown by various preparations, was determined 
in white rats. When injected intraperitoneally as a 
solution in borate buffer, the minimum lethal dose of 
dibromsalicil was about 120 mg. per kg.; when admini- 
stered intraperitoneally as a suspension in mucin, the 
minimum lethal dose was about 700 mg. per kg., and in 
glycol monoethyl ether, about 200 mg. per kg. Applica- 
tion of the drug in powder form to the eye of a rabbit was 
well tolerated. By means of a colorimetric test, 
dependent on the production of a yellow colour with 
caustic soda, it was found that a rabbit given 1 g. of the 
compound excreted 190 mg. in the urine and 700 mg. 
in the faeces. The intraperitoneal injection of dibrom- 


salicil was ineffective in staphylococcal or streptococcal 
infections in mice; it was also found to be ineffective 
against a Salmonella enteritidis infection in rats. 

R. Wien 
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558. Observations on Choline Therapy of Malignant 
Tumours. (Beitrag zur Cholintherapie beim Carcinom) 
K. E. Fecut. Strahlentherapie [Strahlentherapie] 80, 
95-98, 1949. 
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559. The Use in Children of Procaine Penicillin with 
Aluminium Monostearate 

J. L. Emery, L. M. Rose, S. M. Stewart, and E. J. 
Wayne. British Medical Journal [Brit. med. J.] 1, 
1110-1112, June 25, 1949. 12 refs. 


This second report from Sheffield describes the 
investigation of penicillin levels in the blood of 66 children 
given graded doses of procaine penicillin in arachis oil 
with 2% aluminium stearate. This is not a clinical 
report, but results are reported as satisfactory; the 
injection causes minimal local and general reaction, and 
an almost constant concentration of penicillin is produced 
in the blood for at least 48 hours. A dose of 300,000 
units in 1 ml. of emulsion was given to children over 
5 years, with proportionate reduction for younger 
children. Absorption is rapid, blood levels rising above 
0-2 unit per ml. after one hour, and this level is maintained 
for at least 3 hours. A level of at least 0-06 unit per ml. 
is claimed after 48 hours in all but one out-patient [but 
apparently not all the 66 were tested after this period, 
for Table II only shows proof that in 52 patients this 
level was reached]. Similarly the same level in blood was 
found in 20 out of 22 patients whose blood was examined 
at the end of 3 days. [However, reference to Table II 
shows the figure to be 26 out of 33.]| In 11 children 
the giving of daily injections was followed by an increas- 
ing level in the blood over a 3-day period. 

The authors conclude that this preparation seems to 
have advantages over all previous preparations. 

R. N. Johnston 


560. Procaine Penicillin 

M. Y. Younc, G. W. S. ANDREws, and D. M. MontT- 
GOMERY. Lancet [Lancet] 1, 863-865, May 21, 1949. 
15 refs. 


Procaine penicillin G is a stable crystalline salt obtained 
by double decomposition of sodium penicillin and 
procaine hydrochloride. It is sparingly soluble in water 
and has a potency of about 940 units per mg. Three 
preparations were employed: (a) procaine penicillin in 
arachis oil; (6) procaine penicillin in water; and 
(c) procaine penicillin in arachis oil together with 
aluminium stearate. These preparations were admini- 
stered to normal healthy individuals, to ward patients 
with various diseases, including subacute bacterial endo- 
carditis, furunculosis, and actinomycosis, and to 
ambulant patients with gonorrhoea, a total of 185 
persons being treated. After injections of procaine 
penicillin in oil and in water suspensions, about four-fifths 
of the patients had a therapeutic penicillin level in blood 
20 hours after receiving 300,000 units, but at 24 hours 
the oily preparation was superior, 43 out of 68 subjects 
having a therapeutic level (0-06 unit or more per ml.) 
compared with 13 out of 26 receiving the aqueous 
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suspension. With a single injection of 300,000 units of 
procaine penicillin in oil with aluminium stearate, in 64 
out of 65 cases there was a therapeutic penicillin level at 
24 hours, in 32 out of 42 cases at 48 hours, and in 15 out 
of 25 cases at 72 hours. This preparation was thus 
superior to the other preparations for delaying absorption 
of penicillin. It is more readily administered than the 
Romansky preparation (in oil and beeswax) and causes 
no pain on injection. R. Wien 


561. The Influence of the Dosage Regimen on the 
Therapeutic Activity of Penicillin G 

L. H. Scumipt, A. WALLEY, and R. D. Larson. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 96, 258-268, July, 1949. 18 refs. 


This paper describes investigations performed on young 
rats with a view to discovering whether effectiveness of 
therapy with penicillin depends on the frequency of its 
administration. Type 1 pneumococci were injected 
intraperitoneally, in doses varying between 1,000 and 
15,000 organisms, to produce a rapid, generalized infec- 
tion. In each experiment therapy was begun 4 hours 
later: sodium penicillin G in saline was injected intra- 
muscularly into all but one series of animals, the latter 
receiving procaine penicillin G. Blood culture in 
control rats showed that in each one bacteriaemia was 
present 4 hours after the infecting organisms were 
injected. Dosage schedules were short (single doses or 
2 doses at 2, 4, or 8 hour intervals) or long (2, 4, 8, 12 
or 24 hour intervals between doses for a perigd of 4 days), 
and the total dose administered varied from 8 to 256 mg. 
per kg. body weight. Approximately 100 rats were 
treated by each method. 

The results show that giving 2 doses with a 4-hour 
interval between them was more effective than giving 
either a single dose or 2 doses after 2 or 8 hours. When 
therapy continued for 4 days the most beneficial results 
were obtained with a 2, 4, or 8 hour interval between 
doses (that is, with the dosage schedules often used in 
practice). The total amount of penicillin required to 
protect 50% and 90% of the animals was least when 
2-hourly or 4-hourly doses were administered. When 
only one dose was given in the 24-hour period for 4 days, 
the curative effects were no better than those obtained 
by giving one-quarter of this total dose at a single injec- 
tion. The animals survived longer when repeated doses 
were used. 

Procaine penicillin G was found to be superior to the 
crystalline product when both substances were given at 
12-hour or 24-hour intervals; 24-hour doses proved less 
effective, however, than 2-, 4-, or 8-hourly administration 
of penicillin G. 

Some animals on the short-dosage schedule remained 
well until 24 to 48 hours after treatment was stopped, but 
died soon after with an acute pneumococcal bacteriaemia. 
In others, treated for the 4-day period, blood cultures 
were sterile at the end of treatment and the rats appeared 
in good condition, but within a few days developed 
meningitis or were found to have collections of pus intra- 
abdominally or within the pleura or pericardium. None 
of these animals survived. It is suggested that the 


PHARMACOLOGY AND THERAPEUTICS 


immunity developed during penicillin therapy Prevented 
generalized infection but that such immunity wag 
insufficient to cope with isolated foci of pneumococci, 

Penicillin levels in plasma in any of the effective 
regimens were lower than those necessary for in itr 
inhibition. “ Penicillin-free’’ periods varied between 
1 hour and 20 hours in different schedules considered to 
be effective, and the authors do not agree that for 
therapy to be effective continuous maintenance of 
inhibitory levels of penicillin is necessary. 

They conclude that penicillin may be used at frequent 
or infrequent intervals in acute pneumococcal infection 
with good effect, that such effect is related to the fre. 
quency of administration, and that the optimum interval] 
in any dosage scheme is related to the duration of 
therapy. The susceptibility of the infecting organism to 
penicillin and also to the phagocytic activities of the 
host must be taken into consideration, for it may be 
assumed that some organisms survive the initial lethal 
action of penicillin and, in the absence of phagocytic 
action by the host or further administration of the drug, 
such organisms may prove capable of killing the host. 
T. Anderson 


562. Sensitisation of Penicillin-resistant Pathogens 
M. GeorGe and K. M. PANDALAI. Lancet [Lancet 1, 
955-957, June 4, 1949. 8 refs. 


In this investigation penicillin-sensitive and penicillin- 
resistant organisms were grown together, and then 
isolated and re-tested for penicillin sensitivity. The 
method employed was as follows. A loopful of young 
broth cultures of each of the pair was inoculated into 
nutrient broth; the mixture was incubated at 37° C. and 
then plated out. Next day individual colonies of each 
organism were picked off and again grown in broth 
overnight. These cultures, together with control cul- 
tures éf parent strains, were tested for penicillin sensitivity 
by the method of serial dilution in broth. Three pairs 
were tested in this way. In each case the penicillin- 
sensitive organism used in the experiment was a strain of 
Staphylococcus aureus, and the three resistant organisms 
were Bacterium coli, Salmonella typhi, and Shigella 
dysenteriae. \n the first mixture, whereas the parent 
culture of Bact. coli was inhibited only by penicillin in 
concentrations of 10 units per ml. or more, the “* treated” 
culture was inhibited by 1 unit of penicillin per ml., and 
the strain of Staph. aureus also showed a tenfold increase 
in sensitivity (from 0-2 to 0-03 unit per ml.) after mixing. 
In the second mixture there was a similar but less marked 
effect. Thus the level of inhibition for Salm. typhi 
changed from 12 to 6 units per ml., and for Staph. 
aureus from 0-2 to 0-05 unit per ml. In the third 
mixture the reverse effect was observed. Thus the 
parent dysentery bacillus was inhibited by 10 units of 
penicillin per ml., whereas after mixture it was inhibited 
only by 14 units per ml. 

Further experiments on the effect of mixing Bact. coli 
and Staph. aureus showed that the tenfold increase 
sensitivity occurred after only half an hour’s association 
at any temperature from refrigerator temperature 10 
37°C. The increase in sensitivity of the Staph. aureus, 
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however, took place only at 37°C., and the longer the 
contact (up to 5 hours) the greater the increase in 
sensitivity. 2 : 

Finally, penicillin-sensitive organisms were fractionated 
and Bact. coli was grown in the presence of four fractions 

tely. Fractions consisting of ribose nucleic acid 
uced the same tenfold increase in the penicillin 
sensitivity of Bact. coli. 

[The interest of these results is obvious, but several 
questions need answering. First, if, as suggested by the 
authors, the factor responsible for changing sensitivity is 
ribose nucleic acid, why was the strain of Staph. aureus 
rendered more sensitive? Secondly, did the parent 
culture of Bact. coli (as would be expected) produce 
penicillinase and, if so, was this capacity altered by 
growing the organism in mixed culture? Thirdly, why 
was the dysentery bacillus rendered less sensitive by 
growth with Staph. aureus?) Mary Barber 


563. Peripheral Nerve Injuries from Administration of 
Penicillin. Report of Four Clinical Cases 

T. R. BROADBENT, G. L. Opom, and B. WoopDHALL. 
Journal of the American Medical Association [J. Amer, 
med. Ass.) 140, 1008-1010, July 23, 1949. 9 refs. 


After reviewing the toxic effects of penicillin on the 
central nervous system in experimental animals and 
human beings, the authors describe 4 cases of local 
peripheral neuritis following injections of large concen- 
trations of penicillin into or adjacent to major peripheral 
nerve trunks—ulnar, radial, and sciatic. There was 
immediate intense tingling pain along the course of the 
nerve, with sensory loss and motor paralysis which 
remained stationary in 2 cases. The affected nerve was 
explored, but no extraneural lesion was found. It is 
therefore suggested that the toxic effects are due to an 
intraneural lesion with a more profound alteration in 
motor axons. S. Karani 


564. Rapid Attainment of Therapeutic Penicillin Con- 
centrations in the Cerebrospinal Fluid 

W. P. BoGer and W. W. WiLson. American Journal of 
the Medical Sciences [Amer. J. med. Sci.) 217, 593-599, 
June, 1949. 20 refs. 


Though it is generally assumed that the blood-brain 
barrier prevents the penetration of penicillin from the 
plasma to the cerebrospinal fluid, the complications 
occurring after intrathecal administration have led to a 
reinvestigation of this problem. In a series of patients 
suffering from syphilis of the central nervous system in 
which the meninges were not inflamed it was shown that, 
provided the dose was large enough (500,000 units) and 
the injection was made intravenously, penicillin diffused 
into the cerebrospinal fluid within 2 to 3 hours in 15 out 
of 18 patients. A large dose was injected intravenously 
in order to obtain the advantage of a brief but immediate 
high plasma concentration that would facilitate diffusion 
across the blood-brain barrier. When the same dose of 
Penicillin was administered concurrently with 3 g. of 
taronamide, penicillin was demonstrated in the cerebro- 
spinal fluid of all 18 patients. The use of caronamide 
doubled the concentration of penicillin in the cerebro- 
M—K 
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spinal fluid and increased the plasma concentration two 
to five times. On the basis of these experiments the 
authors suggest that intravenous rather than intrathecal 
administration of penicillin should be employed in the 
treatment of meningitis, where, owing to the inflammation 
of the meninges, the conditions might be even more 
favourable to the diffusion of penicillin into the cerebro- 


spinal fluid. R. Wien 


565. Effective Penicillin Therapy in Subacute Bacterial 
Endocarditis and Other Chronic Infections 
J. G. Scuuicuter, H. MACLEAN, and A. MILZER. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 217, 600-608, June, 1949. 4 refs. 


A test is described in which the isolated organism 
responsible for the infection is used to determine the 
bacteriostatic activity of the patient’s serum during 
penicillin treatment. This test isdifferent from the usual 
in vitro test where, though the same strain may be 
employed, the identical one is not used and consequently 
the sensitivity may vary. On determination of the sensi- 
tivity of the organism, the dosage of penicillin is adjusted 
to attain a minimum blood level at least two to four times 
that determined by this direct sensitivity test. The test is 
performed by making serial twofold dilutions of the 
patient’s serum in broth, the organism isolated from the 
patient being used, and then the highest dilution which 
completely inhibits growth is recorded. The minimum 
satisfactory dosage is regarded as that necessary to pro- 
duce inhibition of growth in the first tube (undiluted 
serum) or slight growth in the second tube (1 in 2 
dilution). 

The investigation was carried out in 10 cases of 
subacute bacterial endocarditis due to Streptococcus 
viridans and 6 other infections where the responsible 
Organism was Staphylococcus aureus; there was one 
case of infection due to an «-haemolytic streptococcus. 
This “planned” treatment, ensuring serum levels 
sufficiently high, but not unnecessarily so, to be bacterio- 
static for the patient’s own organism, was found to be 
satisfactory in the treatment of subacute bacterial endo- 
carditis. The authors state, in fact, that “* not a single 
case of streptococcic endocarditis has failed to respond 
with complete clinical cure which we have treated in this 
manner during the past two years ”’. R. Wien 


566. The Effect of Benzoic Acid and Caronamide on 
Blood Penicillin Levels and on Renal Function , 

J. F. WaALpo, J. M. Masson, W. CHING Lv, and J. 
TOLLSTRUP. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 563-568, May, 1949. 3 figs., 
15 refs. 


The value of oral benzoic acid and of oral caronamide 
in blocking penicillin excretion and so maintaining 
higher levels in blood has been studied during intensive 
treatment of syphilis. Benzoic acid to a total of 12 g. 
a day in 8 divided doses had no consistent effect in 
maintaining penicillin levels in blood; anorexia and 
gastric irritation occurred with this dosage. Fluid and’ 
food intake were not restricted. 
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In studies of caronamide administration, 12 to 16 g. 
a day in 8 divided doses did not significantly alter the 
penicillin level, but with doses of 20 to 24 g. a day four- 
fold to sixteen-fold increases in penicillin concentration 
were obtained. In one fatal case of subacute bacterial 
endocarditis in which a total of 1,650 g. of caronamide 
had been given over 58 days no detectable renal abnorm- 
ality was present at necropsy. Caronamide caused a 
mild anorexia. 

In general, the authors concede that higher penicillin 
levels in blood are best obtained by increasing the dose 
of penicillin, but in subacute bacterial endocarditis and 
in infections by organisms having a relatively high 
resistance to penicillin caronamide may be a valuable 
adjuvant to therapy. C. L. Cope 


567. On the Diffusion of Penicillin. [In English] 

L. Mosonyi, R. HELD, and C. KocsAn. Acta Medica 
Scandinavica [Acta nf@d. scand.] 132, 487-494, 1949. 
1 fig., 11 refs. 


The diffusion, absorption, and excretion of penicillin 
through the semipermeable membranes of organisms 
‘differ considerably from those of crystalline substances. 
Penicillin is unequally distributed in the erythrocytes and 
in plasma; different organs and tissues retain different 
quantities. Excretion can be prevented by administering 
diets rich in vegetable protein or by giving 0-3 g. doses of 
amidopyrin by mouth to experimental subjects. Peni- 
cillin is evenly adsorbed by colloidal substances without 
loss of its efficiency and maintains in this state its effect 
for a longer period (at 37° C.) than in a watery solution. 
A 3 mm. fibrin layer prevents diffusion of penicillin. A 
larger inhibition zone is obtained in such experiments by 
adding sodium hydrocholate, with or without urea, to 
the fibrin layer. Fibrin was shown to adsorb but not to 
filter penicillin; fibrinogen had to be precipitated with 
thrombin before it would adsorb penicillin. Adsorption 
could be lessened by decreasing the surface of the 
colloid system, and the adsorbed part could be eluted in 
unaltered form and with its original properties. Experi- 
ments and results are discussed. Vera Novy 


568. The Effect of Penicillin upon the Clotting Activity 
of Blood in Normal Human Subjects 

R. E. DoLKart, B. HALPERN, M. LARKIN, F. L. Dey, and 
G. De Takats. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 96, 291-294, July, 


1949. 1 fig., 10 refs. 


Because of conflicting reports of the effects of penicillin 
on the clotting activity of the blood and because of its 
widespread clinical use, its effect on the blood in 24 normal 
human subjects was examined. Capillary-tube clotting 
time, prothrombin time by the dilute plasma method, and 
heparin tolerancecurve were studied on 3 consecutive days 
in each subject in order to obtain control levels. These 
studies were then repeated 1, 6, and 12 hours after the 
intramuscular administration of 300,000 units of penicil- 
lin G in oil and beeswax. Similar tests were performed 
on 4 additional subjects before and after the injection 
of 300,000 units of crystalline penicillin G in saline. In 
neither series of experiments was any significant altera- 


tion observed in the clotting time, the prothrombin time, 
or the heparin tolerance curve. It is emphasized that 


these studies were made on normal human subjects and 


not on patients with vascular diseases, in whom embolism 
and thrombosis are to be expected. 
Reginald St. A. Heathcote 


569. Penicillins with Delayed and Long-continued 
Action and the Theory of Accumulation. (Les pénicillines 
retard a long terme et la notion d’accumulation) 
P. Destoucues, D. Decaris, H. VELU, and N. KARATCH- 
ENTZEFF. Comptes Rendus hebdomadaires des Séances de 
l’ Académie des Sciences [C.R. Acad. Sci., Paris| 228, 
2066-2068, June 27, 1949. 5 refs. 

An insoluble salt of penicillin, 5-vinyl quinuclidyl- 
1 : 2 : 6-methoxy-quinolyl-4-carbinol, in oil has given 
good results in patients with gonorrhoea and syphilis 
(Levaditi, et al. Pr. méd., 1949, 57, 356). Following a 
dose of 300,000 units of this preparation there is a slightly 
lower level of penicillin in the blood but a more prolonged 
concentration than occurs after a similar dose of procaine 
penicillin in oil with aluminium monostearate. If three 
injections are given at intervals of 48 hours and then of 
72 hours during the week a plateau concentration is 
obtained, so that the blood level never falls below 0-03 
unit per ml. and is usually 0-08 or even 0-2 unit. 

G. M. Findlay 
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570. Altitudinal Hemianopia during Streptomycin 
Therapy 
A. E. ScuuLtz. American Journal of Ophthalmology 
[Amer. J. Ophthal.] 32, 211-215, Feb., 1949. 5 figs., 
23 refs. 


The author describes a case of inferior retinal artery 
obstruction which occurred in a patient suffering from 
pulmonary tuberculosis and receiving streptomycin 
treatment. He comments on reports in the literature of 
clotting-time reduction in patients :eceiving parenteral 
penicillin. Experiments on laboratory animals have 
shown that streptomycin also possesses thromboplastic 
properties, the acceleration of the clotting time of whole 
blood one hour after injection of streptomycin being 60%. 

H. B. Stallard 


571. The Toxic Effect of Streptomycin on the Vestibular 
Apparatus. (Streptomycinets toksiske virkning pa 8de 
hjernenerve) 

K.BerG. Nordisk Medicin (Nord. Med.] 42, 1268-1270, 
July 29, 1949. 9 figs., 5 refs. 


Subcutaneous injections of streptomycin in varying 
doses were given daily to 20 young cats for periods of 
14 to 127 days. The total dose received by these 
animals was equivalent to one of 156 to 965 g. for a 
75-kg. man. All except 3 of the cats were killed at the 
end of the experiment and the vestibular apparatus 
was examined and compared with that of normal con- 
trols. The principal finding was a flattening of the 
columnar epithelium of the crista ampullaris, which in 
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some cases was quite atrophic. In one case the organ 
of Corti had undergone considerable change, the cells 
of the basilar membrane being swollen and vacuolated. 
In 7 of the experimental animals no pathological change 
was found. B. Nordin 


572. On the Disturbances of Equilibrium Produced by 
Streptomycin. (Sur les troubles de l’équilibre provoqués 
par la stieptomycine) 
H. VANDERHAEGHE. Archives Internationales de Pharma- 
codynamie et de Thérapie [Arch. int. Pharmacodyn.]} 
79, 269-272, 1949. 2 figs., 4 refs. 


The duration of post-rotary nystagmus in rabbits is 
much reduced during chronic administration of strepto- 
mycin. Symptoms typical of labyrinth destruction 
appear. The effect of stimulation of the vestibular nerve 
remains unchanged. The effect of streptomycin appears 
to be on the labyrinth. Derek R. Wood 


_ See also Section Infectious Diseases, Abstract 911. 


573. Action of Chloromycetin on Salmonella 

E, SELIGMANN and M. WASSERMANN. Proceedings of 
the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 71, 253-255, June, 1949. 
6 refs. 


In an effort to find an effective remedy for salmonella 
infections, the authors, working at the Beth Israel Hos- 
pital, Boston, have examined the effect of ‘‘ chloro- 
mycetin ’’ (chloramphenicol) (produced by Streptomyces 
venezuelae) on 68 Gram-negative strains in vitro. Of 23 
Salmonella types 19, including S. typhi, were sensitive to 
2 wg. per ml., and 4 to 4 yg. per ml. No relation was 
found between streptomycin resistance and chloromycetin 
resistance. For experiments in vivo, chloromycetin was 
dissolved in 20% propylene glycol by heating for 10 to 
20 minutes at 56° C., the final concentration being 10 mg. 
perml. No toxic effects were observed when 2,000 pg. 
was given by mouth to mice twice daily for 4 days. In 
contrast to streptomycin, chloromycetin was absorbed 
from the intestinal tract and growth of the intestinal 
flora was not inhibited. In mice infected with inocula 
of 0-1 ml. of 18-hour broth cultures of S. typhi-murium, 
2,000 xg. of chloromycetin by mouth twice daily for 
4days, or 2,500 jxg. subcutaneously twice daily for 6 days 
and then once daily for 2 days, resulted in some pro- 
longation of survival time. Parenteral treatment was 
superior to oral in two experiments. The action of 
chloromycetin was, however, bacteriostatic only and the 
drug had no curative effect. Malcolm Woodbine 


574. Typhoid Fever Treated with Aureomycin and Chloro- 

mycetin. (Su alcuni casi di tifo trattati con aureomicina 

¢ cloromicetina) 

M. ScaRZELLA, C. MiGAzzo, and M. Caprio. Minerva 

0 [Minerva med., Torino] 1, 875-880, June 9, 1949. 
refs. 


The authors describe an outbreak of severe typhoid 
fever in Biella, Italy, in which 26 patients who had been 
treated unsuccessfully with typhoid vaccine and sulphon- 
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amides were given “‘ chloromycetin (chloramphenicol) 
(8) or aureomycin (18). Their ages ranged from 7 to 
54; 11 of them were male and 15 female. The dosage of 

aureomycin in adults was 125 mg. every hour for 3 hours, 

then 250 mg. every 2 hours until the fever subsided, 

followed by 250 mg. every 4 hours for 48 to 72 hours. 

With chloromycetin, an initial dose of 60 mg. per kg. 
body weight was given, then 0-25 g. every 3 hours until | 
the fever subsided, then 0-25 g. every 4 hours for 2 to 3 
days. The drugs were given by mouth in capsules, 
which were usually well tolerated; in cases of delirium 
and to children the dose was given, dissolved in water, by 
spoon. In one case of severe vomiting, 0:50 g. chloro- 
mycetin had to be given by enema every 2 hours for one 
day and then 0:25 g. every 3 hours for 3 days. Chloro- 
mycetin~ produced a leucopenia not observed with 
aureomycin, the leucocyte count in one case falling from 
6,100 to 2,800 per c.mm., the granulocytes particularly 
being affected. There was no change in the eosinophil 
count, nor was any ill effect on the liver and kidneys 
noted. 

Of the two drugs, chloromycetin gave the better 
results, the temperature falling within 3 to 5 days of 
starting treatment, headache disappearing, and the 
general condition improving, often in a most dramatic 
manner. No blood cultures were made, but typhoid 
bacilli disappeared from the stools after the Sth or 6th 
day. In one case only was there a relapse after an 
afebrile period of 15 days, with reappearance of bacilli 
in the stools; treatment was repeated and the temperature 
fell to normal after 48 hours, typhoid bacilli again dis- 
appearing from the stools. Aureomycin was by no 
means as effective as chloromycetin; in one case the 
temperature dropped only after 10 days’ treatment, 
while 4 patients did not improve at all, although they 
responded very well to chloromycetin given afterwards. 
In patients who responded to aureomycin the general 
condition improved more quickly than the fever subsided. 
No complications occurred during treatment with either 
drug and where such complications existed before start- 
ing treatment they were quickly overcome. None of the 
26 patients died. 

In a control group of 62 patients the fever lasted 25 to 
30 days, the mortality rate was 7%, and the incidence of 
complications 17%. The authors consider that the 
results obtained with these two drugs were excellent 
and beyond expectation. L. Weisselberger 


575. Comparative Bacteriostatic Effect of Aureomycin 
and Streptomycin for Brucella 

H. Lacy and C. E LANKForD. Texas Reports on 
Biology and Medicine {Tex. Rep. Biol. Med.| 7, 260-269, 
Summer, 1949. 4 figs., 14 refs. 


In this investigation 22 cultures of Brucella abortus, 2 
of Br. suis, and 2 of Br. melitensis were used. In the first 
experiments the sensitivity of this organism to aureo- 
mycin and streptomycin was tested on tryptose agar 
plates containing increasing amounts of each anti- 
biotic separately. After 30 hours’ incubation it was 
found that the range of tolerance of the 26 cultures for 
aureomycin was 0-06 to 0-6 yg. per ml., which was 


— 
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approximately one-half to one-fifth that for streptomycin. 
When tests were carried out in broth incubated for 24 
hours the cultures were slightly more sensitive to aureo- 
mycin. A narrow zone of stimulation by sub-bacterio- 
static concentrations of aureOmycin was observed in 
young cultures. 

Attempts were made to select aureomycin-resistant 
mutants by piating large inocula (up to 10!° viable cells) 
of 4 strains of Br. abortus and one each of Br. suis and 
Br. melitensis on agar containing 0-1 to 10 yg. per ml. 
of the antibiotic. In no instance were colonies with 
increased resistance to aureomycin obtained. Transfer 
of the filmy growth appearing on plates containing 
sub-inhibitory concentrations of aureomycin also failed 
to show increased tolerance. By contrast, all strains 
yielded many first-stage mutants, which tolerated 
1,000 yg. per ml. of streptomycin and some which 
were streptomycin-dependent. From mutants showing a 
slight increase in streptomycin tolerance second-stage 
mutants of high resistance were obtained. One of these 
showed a curious curve: its growth was partially inhibited 
by 3 wg. per ml. of streptomycin, but rather less so by 
6 pg. per ml.; at 30 yg. per ml. inhibition was complete, 
but in higher concentrations growth exceeded that of the 
drug-free control. No explanation for this behaviour 
was discovered. 

Finally, cultures of Br. abortus in tryptose phosphate 
broth containing aureomycin and streptomycin, or 
aureomycin and sulphadiazine, were incubated for 48 
hours, after which growth was measured by turbidity. 
There was no evidence of either synergism or antagonism 
between the drugs. Mary Barber 


576. Tick-bite Fever. Two Cases Treated with Aureo- 
mycin (Lederle), a New Antibiotic 

J. GEAR and A. L. HARINGTON. South African Medical 
Journal [S. Afr. med. J.| 23, 507-508, June 25, 1949. 
2 figs., 4 refs. 


A further example of the value of aureomycin in the 
treatment of rickettsial infection is afforded by the 
details given of its use in 2 cases of South African tick- 
bite fever due to R. rickettsii var. pijperi. In the first case 
the drug was given to an adult on the fourth day of the 
disease, which normally would have lasted at least 10 
days, in a dose of 0-25 g. 4-hourly. After 48 hours the 
fever had abated, symptoms were relieved, and the rash 
had faded. Similar results were obtained in the second 
case, that of a child aged 54 years. 

J. E. M. Whitehead 


577. Aureomycin in the Treatment of Penicillin-resistant 
Staphylococcic Bacteremia 

D. R. NicHots and G. M. NEEDHAM. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo. 
Clin.] 24, 309-316, June 8, 1949. 10 refs. 


Of 50 strains of Staphylococcus pyogenes isolated at the 
beginning of 1949 in the clinical laboratory at the Mayo 
Clinic, 34 were resistant to penicillin. Of these 34 
strains 14 were resistant to streptomycin and all were 
sensitive to aureomycin. Details are given of the treat- 
ment with aureomycin of 6 cases of staphylococcal 
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bacteriaemia due to penicillin-resistant strains, in which 
other forms of therapy had failed. Four patients 
recovered. Of the 2 cases in which death occurred, one, 
a case of endocarditis, was treated for 11 days o; 
owing to limited supplies of the drug; the other relapsed 
after the blood culture had been negative for 26 days 
following the withdrawal of the drug. The strain isolated 
after this relapse showed a four-fold decrease in sensitivity 
to aufeomycin. The drug was given initially by inter. 
mittent intravenous injection in 250 ml. of saline, and 
subsequently by mouth in doses up to | g. 4-hourly, 
The authors consider that in staphylococcal bacteriaemig 
the sensitivity of the organism should be determined 
without delay and aureomycin administered if the strain 
is penicillin-resistant and aureomycin-sensitive. 

[Of the penicillin-resistant strains of Staph. pyogenes 
described in this paper 41% were resistant to strepto- 
mycin. This is a very much larger percentage than that 
found in Britain and may be attributable to the much 
wider use of streptomycin in the U.S.A. The strain 
which became less sensitive to aureomycin was still 
inhibited in vitro by concentrations likely to be present 
in the serum after oral administration of the antibiotic.] 

J. E. M. Whitehead 


578. Treatment of Pertussis with Polymyxin B. (Aero- 
sporin) 
S. KAPLAN, A. E. FiscHer, and J. L. KOHN. Journal of 
Pediatrics [J. Pediat.) 35, 49-57, July, 1949. 1 fig. 
18 refs. 


Polymyxin, or aerosporin, is an antibiotic derived from 
Bacillus polymyxa (B. aerosporus) which in vitro inhibits 
the growth of Haemophilus pertussis in concentrations 
many times smaller than those which may be attained 
in the blood with a daily dosage of 4-8 mg. per kg. body 
weight given intramuscularly. The drug was ad- 
ministered to 84 children with pertussis, 66 by the intra- 
muscular route, 18 by aerosol inhalation. No beneficial 
effect on the course of the disease was noted, even when 
treatment was started early. Positive cultures from 
nasopharyngeal swabs were frequently obtained after 
several days or weeks of treatment. The authors are 
unable to explain the clinical ineffectiveness of this drug 
in view of its effectiveness in vitro. D. Gairdner 


579. Laboratory and Clinical Observations on Aerosporin 
(Polymyxin B) 

E. JaweTz and V. R. CoLeMAN. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 34, 751-760, 
June, 1949. 2 figs., 14 refs. 


The preparation used in these investigations was 
supplied in vials each containing 60 mg. of white amor- 
phous material equivalent to 40 mg. of “‘ polymyxin B”. 
Solutions of desired strength were prepared by dissolving 
the contents of a vial in unbuffered 0-85% sodium chloride 
solution. A large number of bacteria freshly isolated 
from the urine of patients with infection were tested for 
sensitivity to polymyxin by the method of serial dilution 
in proteose-peptone broth. All strains of Bacterium 
coli, Salmonella, and paracolon bacilli examined were 
sensitive to 0:4 yg. per ml. or less and all strains of Bact. 
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gerogenes were sensitive to 1-0 yg. per ml. or less. 
Pseudomonas pyocyanea, Proteus vulgaris, and Shigella 
grains tended to be more resistant, although some 
strains of these species were sensitive to 1 jg. per ml. or 
jess. All strains of Streptococcus faecalis examined were 


resistant to 1 wg. per ml. The action of polymyxin. 


appeared to be bactericidal and resistant organisms did 
not destroy the antibiotic. 

Four organisms were subjected to 14 daily transfers 
in broth containing increasing amounts of polymyxin. 
Two, a strain of Bact. aerogenes and one of Ps. pyocyanea, 
showed a stepwise increase in resistance, the organisms 
finally growing in 1,000 yg. per ml. and 100 yg. per ml. 
polymyxin respectively. One strain each of Bact. coli 
and Salmonella cholerae-suis, however, showed little 
change in sensitivity. When large inocula (19* bacteria) 
of cultures of Bact. coli, Bact. aerogenes, and Ps. pyo- 
cyanea were plated on agar containing various concentra- 
tions of polymyxin, a number of relatively resistant 
organisms were isolated from all specimens. 

Levels of the drug in serum taken after the fourth 
intramuscular dose varied from 2 to 4 wg. per ml. at 
one hour and detectable amounts were still present after 
6hours. In patients with impaired renal function much 
higher levels were obtained. 

Ten patients with acute or subacute exacerbations of 
chronic urinary tract infection were treated with poly- 
myxin. All had failed to respond to sulphonamides or 
streptomycin and the infecting organisms were all shown 
to be resistant to the latter in vitro. Injections of 20 mg. 
were given every 4 to 8 hours for 3 or 4 days. In 6 cases, 
in which the infecting bacteria were inhibited by 0-4 yg. 
polymyxin per ml. or less, this short course led to cultures 
becoming negative for from 1 to 3 weeks. Severe toxic 
effects, however, particularly on the central nervous 
system leading to circumoral paraesthesia and dizziness, 
were noted ; present preparations of the antibiotic are 
thus unsuitable for general clinical application. Contrary 
to the findings of other workers, no signs of renal damage 
were observed. Mary Barber 


580. An Antibiotic from Pfeifferella whitmori 
J. E. JAMESON. Journal of Hygiene [J. Hyg., Camb.] 47, 
142-145, June, 1949. 2 figs., 5 refs. 
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581. Amino Aciduria in Uranium Poisoning. I. The Use 
of the Amino-acid Nitrogen to Creatinine Ratio in “ Spot ”’ 
Samples of Urine ; 

A. ROTHSTEIN and H. BerKE. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 96, 179- 
187, June, 1949. 7 figs., 8 refs. 


Uranium poisoning in rabbits is known to increase the 
urinary output of amino-acids. The 24-hour output is 
fairly constant, but technically difficult to determine. 
Amino-acid content of occasional samples varies greatly 
owing to variations in urine volume. Since, however, 
the creatinine excretion is constant under all conditions 
the ratio of amino-acids to creatinine in these samples 
gives an accurate picture of variations in amino-acid 
excretion, and the degree of increase of the excretion 


forms an index of the severity of the nephritic condition. 
The amino-acid concentration in the blood is not affected 
by uranium poisoning, and this agent is therefore believed 
to act solely on the kidney. V. J. Woolley 


582. Amino Aciduria in Uranium Poisoning. II. The 
Response to Different Amounts of Uranium Given Intra- 
venously and by Inhalation 

H. Berke and A. ROTHSTEIN. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 96, 198- 
208, June, 1949. 5 figs., 14 refs. 


The minimal intravenous dose of uranium which. gives 
a significant increase in the urinary amino-acid/creatinine 
ratio is 0-02 mg. of uranium per kg. as uranyl nitrate. 
Albuminuria occurs after a dose of 0-04 mg. With 
repeated intravenous injections of moderate amounts 
at 3- to 5-week intervals this response falls off and dis- 
appears, but with larger (2 mg. per kg.) doses no tolerance 
develops, and recovery is delayed for several months. 
With inhalation of uranyl fluoride dust, the amino-acid 
content of the urine is sharply increased and the increase 
persists so long as the inhalation continues, but 
albuminuria disappears after about 15 days. The protein 
and catalase contents of the urine are closely correlated, 
but amino-acid output is not correlated with them. The 
former are associated with degenerations of the proximal 
convoluted tubule and disappear when this structure 
recovers; the change in amino-acid concentration persists 
after recovery has occurred. V. J. Woolley 


583. Methyl Salicylate Poisoning. (L’intoxication par 
le salicylate de méthyle) 

P. MoureN. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris] 25, 1969-1972, June 22, 1949. 12 refs. 


Poisoning, especially suicidal poisoning, with methyl 
salicylate is a relatively rare occurrence. The author, 
having seen 2 cases of suicide with the drug in 2 years in 
Marseilles, describes one of them in order to draw 
attention to the severity of the poisoning, the insidious 
progress to a fatal termination, and the therapy to be 
adopted. In connexion with the first point he cites 
Devau (1935) who found 17 deaths among 30 cases in 
the literature. [Stevenson (J. Amer. med. Sci., 1937, 
193, 772) collected 43 cases in children with a 59% 
mortality.] 

The second point is well seen in the case described. A 
middle-aged woman in a fit of mental depression 
swallowed about 50 ml. of methyl salicylate at about 
10.30 a.m. There was some nausea and pain in the 
stomach which passed off quickly, so that she ate her 
lunch at midday. Not till after the lapse of a further 
3 hours were there symptoms—vomiting and diarrhoea, 
with profuse micturition and sweating. She became very 
excited, talking continually but without delirium. This 
phase again passed off and she went to sleep. About 
11 hours after taking the drug, she again became excited 
and a doctor was summoned who found her completely 
delirious and continually groaning. Little was found on 
physical examination; there was a rapid but regular 
pulse with low blood pressure, but no neurological signs. 
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Treatment was prescribed but before it could have effect 
the patient died in a convulsion. Post mortem, the body 
was found very stiff, covered with perspiration, and with 
large rosy marks on the abdomen and trunk. The internal 
organs were congested, but nothing else abnormal was 
observed. The urine smelt of methyl salicylate and gave 
a very strong reaction for salicylates. The author 
rejects the possibility of the poisoning being due to the 
methyl alcohol set free from the ester and incriminates 
only the salicylic acid. He regards the whole of the 
clinical effect as due to an acidosis. 

His suggested treatment is mainly by giving alkalis by 
all routes. The use of insulin and dextrose has been 
recommended. He urges that treatment must be 
energetic even in cases which seem only to be very slight. 

Reginald St. A. Heathcote 


584. Facial Oedema in Codeine Poisoning. 
odem ved codeinforgiftning) 

M. Hertz. Nordisk Medicin [Nord. Med.] 41, 992-993, 
June 3, 1949. 15 refs. 


The author reports 13 cases of acute codeine poisoning 
in children aged 14 to 3 years, in 8 of whom there was 
pronounced oedema of the face, in addition to the usual 
signs and symptoms of the condition. The oedema 
developed from 15 minutes to 2 hours after the poison had 
’ been taken and it lasted for 8 to 48 hours. In several of 
the patients itching, erythema, or urticaria also developed. 
A patch test with codeine was positive in one case only. 
The author considers that the presence of oedema of the 
face may suggest the diagnosis in cases of poisoning in 


(Ansigts- 


which the patient is in coma when first seen. 
B. Nordin 


585. On the Mechanism of the Acute Toxic Action of 
Thiocyanate 

F. GoLpstein and R. R. HOLBURN. Journal of Pharma- 
cology and Experimental Therapeutics {[J. Pharmacol.} 96, 
285-290, July, 1949. 19 refs. 


An account is given of experiments made to determine 
the effects of toxic doses of thiocyanate on the oxygen 
content and oxygen capacity of the blood in six dogs. 
The doses used were 200 mg. per kg. for sub-lethal, and 
300 mg. per kg. for lethal, effects. The oxygen content 
and capacity were determined, both in arterial and in 
venous blood, by the methods of Van Slyke and Neill 
and of Roughton and Scholander (J. biol. Chem., 1943, 
148, 541). The Wintrobe method was used for haemato- 
crit determinations, from which the haemoglobin values 
were estimated. Thiocyanate was estimated in the blood 
by the method of Crandall and Anderson (Amer. J. digest. 
Dis., 1934, 1, 126), modified for use in a photo-electric 
colorimeter. 

The most marked change, after administration of 
thiocyanate, was a rise in the venous oxygen content and 
saturation. There was also some diminution in the 
arterial oxygen content and saturation, with a consequent 
fall in the arterio-venous oxygen difference to an average 
of 1-6 volumes per 100 ml. in 4 dogs. In the terminal 
stages after fatal doses, signs of venous stasis, shock, and 
circulatory collapse were observed, with some widening 
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of the arterio-venous oxygen difference. No significant 
changes were observed in the oxygen capacity of the 
blood, but the arterial oxygen saturation after thiocyanate 
administration was found to be reduced. The Severity 
of the toxic effects seemed to run parallel with the 
reduction of the arterio-venous oxygen difference. 
Muscular weakness was prominent, with convulsive 
twitchings, diarrhoea, and nervous symptoms. Deep 
coma was reached before death. 

The low arterio-venous oxygen difference points to g 
reduction of oxygen transfer from the blood to the tissues, 
and the effects thus resemble those of cyanide POisoning. 
All the symptoms can be explained as due to tissue anoxia, 
The high venous oxygen saturation suggests that the 
drug interferes with the actions of the respiratory enzymes, 

Reginald St. A. Heathcote 


586. A Study of the Toxicity of the Protamine, Salmine 
L. B. Jaques. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.| 4, 135-144, June, 
1949. 3 figs., 27 refs. 


Variations in response to intravenous injections of the 
protamine, salmine, were observed as between species, 
Salmine (7 mg. per kg.) in rabbits caused a slight rise in 
blood pressure; guinea-pigs recovered after an hour 
from the mild anaphylactoid symptoms associated with 
the injection of 50 mg. per kg. intracardially; and each 
successive injection of salmine (5 mg. per kg.) into the 
cat caused short sharp falls in blood pressure. In the 
dog, however, salmine (5 mg. per kg.) caused a pro- 
nounced fall in blood pressure and a period of apnoea; 
a second injection within 4 to 6 hours was ineffective. 
None of these effects in the dog was evident after a slow 
rate of injection. Previous administration of heparin or 
atropine did not modify the response. ‘ Benadryl” 
administration or section of the spinal cord mitigated 
the effect, which was prevented, when accompanied by 
thrombocytopenia, by previous injection of glycogen. 
A definite transient leucopenia and thrombocytopenia 
occurred in vivo: in experiments in vitro (in silicone- 
coated vessels) salmine added to the blood caused only 
thrombocytopenia. John R. Vane 


587. Occupational Poisoning by Alkyl Mercury Com- 
pounds 

K. D. LUNDGREN ‘and A. SwWENsson. Journal of Indus- 
trial Hygiene and Toxicology [J. industr. Hyg.] 31, 19- 
200, July 1949. 7 figs., 20 refs. 


Alkyl mercury compounds are used mainly for dis- 
infecting seed. Workers in four categories are therefore 
liable to be poisoned by them—those engaged in the 
production of germicides, those who treat the seed, those 
who sow the treated seed, and those who are employed 
at seed-control stations to make analyses for purity and 
fertility. The substance may be absorbed through the 
skin and alimentary tract as well as through the respira- 
tory tract, so that air analyses of the factory premises are 
of limited value. Attention is directed in this paper to 
the urinary concentration of mercury, which gives a good 
indication of the risk: when exposure is intense the 
mercury level in urine rises, and when exposure is 
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interrupted the amount of mercury excreted in the urine 
rapidly diminishes. The allowable urinary concentra- 
tion of mercury is not established, but symptoms have 
appeared when the urine contained 50 to 100 jg. per 
litre of mercury. 

Eight cases of poisoning are described, ranging from 
mild cases with symptoms of fatigue and neurasthenia 
to more severe cases with physical and mental defects. 
Control tests indicated that fatigue itself is of little value 
in assessing the risk. K. M. A. Perry 


588. The Prophylaxis of Benzolism. A Study of Blood 
Benzol Levels in Workers Exposed to Benzol Intoxication. 
(La prophylaxie du benzolisme. Etude de la benzolémie 
des travailleurs exposés a l’intoxication benzolique) 

J. BERNARD, L. Brater, A. BASSET, and —. BRUYER. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 25, 
1634-1637, May 22, 1949. 10 refs. 
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589. Clinical and Metabolic Study of 11-Dehydro-17- 
hydroxy-corticosterone Acetate (Kendall Compound E) in 
Hypertension, Addison’s Disease and Diabetes Mellitus 
G. A. Perera, K. L. Pines, H. B. HAMILTON, and K. 
VisLocky. American Journal of Medicine [Amer. J. 
Med.] 7, 56-69, July, 1949. 4 figs., 18 refs. 


Observations were made of blood pressure, of nitrogen, 
electrolyte, and water balance, of the leucocyte count, 
and of body weight during the administration of 80 mg. 
of compound E daily to 2 patients with essential hyper- 
tension, one patient with Addison’s disease, and one with 
diabetes mellitus and hypertension. A placebo was given 
in the control periods before and after treatment. A 
trivial fall in blood pressure occurred in the 2 patients 
with uncomplicated hypertension; in the patient with 
Addison’s disease there was some rise in blood pressure. 
Retention of water and gain in body weight were found 
during treatment with compound E. The changes in 
sodium balance were slight, but retention was the usual 
finding, although one patient had a sodium diuresis while 
receiving compound E. There was a slight fall in serum 
sodium level and the nitrogen balance was incon- 
stantly negative. There were a rise in the fasting blood 
sugar level and a slight reduction in glucose tolerance; the 
urinary excretion of glucose increased in the diabetic 
patient. The expected increase in leucocyte count and 
fall in the eosinophil count were found. No major 
change was observed in the excretion of potassium. It 
is suggested that compound E may have some depressor 
action, but that the existence of the adrenal cortex is 
necessary for this effect; it was absent in the patient with 
Addison’s disease. D. A. K. Black 


590. Haemolytic Transfusion Reaction due to Anti-S 
M. CutsusH and P. L. Mo.utson. Lancet [Lancet] 2, 
102-103, July 16, 1949. 3 refs. 


The development of the antibody anti-S, which sub- 
divides the MN blood groups, has been described on two 
occasions in women who had given birth to infants with 
erythroblastosis foetalis. The present report concerns 


the development of the antibody in a nulliparous woman 
following repeated blood transfusion for an anaemia of 
obscure causation. The twelfth transfusion, which was 
of group O Rh-negative blood, was followed by a rigor 
and haemoglobinuria. As the patient was group A 
Rh-negative it was possible to demonstrate that all the 
transfused blood had been eliminated in 24 hours. The 
next transfusion was of two bottles of group A Rh-negative 
blood. The first bottle was well tolerated, but the second 
caused a reaction with haemoglobinuria. By means of 
the indirect Coombs test it was shown that the patient’s 
serum contained an antibody against the erythrocytes of 
the second bottle of blood and of 14 out of 17-random 
samples of Rh-negative blood. When her serum was 
tested in parallel with a known anti-S serum against 45 
Rh-negative bloods, the two sera reacted alike. One of 
the donors of the blood used in the thirteenth transfusion 
had S-negative, and the other S-positive, blood. It was 
expected that subsequent transfusions of S-negative blood 
would be compatible. This was not found in practice 
to be the case, but the additional offending antibody was 
not discovered. John F. Loutit 


591. An Evaluation of the Use of Group-specific 
Substances in Group O Blood Transfusions 

O. M. ALTON and W. R. PLatr. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 19, 536-543, 
June, 1949. 1 fig., 11 refs. 


With the universal use of group O whole blood for 
blood transfusion there is always a slight risk, in trans- 
fusing persons belonging to a group other than O, that 
the plasma antibodies of the donor’s blood will haemolyse 
the recipient’s erythrocytes. The addition of A and B 
group-specific substances to group O blood has therefore 
been recommended. The authors report their experience 
of this practice in a 155-bed private hospital, where 91 
recipients of groups A, B, and AB were studied; 5 mild 
reactions were reported. [These appear to have been 
non-specific pyrogenic reactions and the authors’ claim 
that no haemoglobinaemia or hyperbilirubinaemia was 
observed may be explained by the fact that it was not 
looked for: one reaction occurred after the patient had 
left hospital.] John F. Loutit 


REPELLENTS AND INSECTICIDES 


592. Filariasis Control by DDT Residual House Spraying, 
Saint Croix, Virgin Islands. I. Operational Aspects 

C. E. Kouter. Public Health Reports, Washington (Publ. 
Hith Rep., Wash.] 64, 857-862, July 8, 1949. 4 refs. 


Whereas the literature concerning the control of ano- 
phelines by residual spraying with DDT is extensive, 
that concerning control of culicines by similar means is 
scanty and the author’s account of an attempt to control 
Culex quinquefasciatus, the local vector of Wuchereria 
bancrofti in the Caribbean region, appears to be the 
first of its kind to be published. 

The work was carried out on the island of St. Croix, 
Virgin Islands, the population of which in 1940 was 
12,902. In 1946, surveys showed that W. bancrofti 
larvae were present in the blood of 13-3% of 1,311 school 
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children examined, while concurrent mosquito surveys 
revealed that 7-9% of 2,244 specimens of C. quinque- 
fasciatus and 2-3% of 867 specimens of Aédes aegypti 
were infected. This high filarial infection rate in the 
human and insect populations was associated with a low 
economic standard of living amongst the inhabitants of 
St. Croix, where piped water supplies to dwellings were 
rare and where in 94% of the houses water was stored in 
cisterns and miscellaneous containers. Only 5% of the 
population used flush-down closets and C. quinque- 
fasciatus was found brezding in the polluted water in the 
privies as well as in the stored water already referred to. 
In October, 1946, a DDT-spraying programme was 
instituted and during the period October, 1946, to June, 
1948, 4 sprayings were carried out, the number of houses 
sprayed on each occasion varying from 2,530 to 2,934. 
The most satisfactory spray used was a 25% emulsion of 
DDT in xylene with “triton X—100” as emulsifier, 
diluted to 5% with water. Walls, ceilings, porches, and 
privies of living quarters and schools were sprayed to 
give 200 mg. of DDT per sq. ft. (2-15 g. per sq.m.). The 
author recommends that in the future 2 complete spray- 
ings should be carried out each year by a spray crew 
consisting of one foreman and two sprayers. 
R. M. Gordon 


593. Filariasis Control by DDT Residual House Spray- 
ing, St. Croix, Virgin Islands. II. Results 

.H. W. Brown and R. W. Wirutams. Public Health 
Reports, Washington (Publ. Hith Rep., Wash.] 64, 
863-875, July 8, 1949. 5 refs. 


This paper deals with the results of the filariasis control 
measures described in the previous paper [see Abstract 
592]. The original intention was to observe the results 
over a period of 5 to 10 years, but after 2 years of the 
spraying programme control of filariasis through the 
treatment of every individual on the island was instituted 
by another research group, and it was considered 
impossible to continue to assess the effect of DDT 
residual spraying alone. The authors’ estimate of the 
effectiveness of the campaign rests on mosquito surveys 
and on nocturnal blood surveys of the school population 
made before and after the 2 years of spraying. A 
vigorous campaign against anophelines undertaken in 
1934 had.virtually eliminated malaria transmission, and 
only two species of mosquito, Culex quinquefasciatus 
and Aédes aegypti, were found. The mosquitoes were 
collected in houses by means of an aspirator, brought to 
the laboratory, dissected, and examined for the presence 
of filariae, larvae found in the head and proboscis being 
classed as infective. The authors discuss the possibility 
that the filariae found in the mosquitoes might have been 
derived from some other source than the human popula- 
tion, and reach the conclusion that it is reasonably safe 
to assume that the larvae encountered were those of 
Wuchereria bancrofti. Whereas of the 2,244 C. quinque- 
fasciati caught in the houses in 1946 7-9% were infected 
and 0-4% contained infective forms, in 1948, after the 
sprayings, only 846 C. quinquefasciati were collected, of 
which 3-65% contained developing forms, none of which 
had reached the infective stage. The authors suggest 


that this mosquito does not live long enough in the 
presence of DDT for the complete development of the 
microfilariae to the infective form. 

Of the 1,311 children examined in 1946, 13-3% were 
found to harbour microfilariae; after 21 months of DpT 
spraying 961 children were examined, with an infection 
rate of 10-67%. The authors discuss in detail the signif. 
cance of these findings and of the mosquito survey already 
described [and their paper should be consulted in the 
original by those interested]. They summarize their 
results as follows: “(1) The population of Culex 
quinquefasciatus, the vector of filariasis, was reduced 
approximately 50% in the houses. (2) The number of 
houses in which C. quinquefasciatus could be found was 
reduced by 57%. (3) There was a 50% reduction of 
C. quinquefasciatus containing forms of W. bancrofij 
which had advanced in development beyond the ex-sheath- 
ing of the microfilariae. (4) Before the spray program, 
0-40% of all C. quinquefasciatus examined harbored 
infective stages of W. bancrofti. After the spray program, 
not a single infective-stage larva was found in any mos 
quito. (5) Aédes aegypti was completely eliminated 
from the houses. (6) The W. bancrofti infection rate in 
school children dropped from 13-3% to 10-6% during the 
spray program, and the average microfilaria count fell 
from 74-1 per 0-04 ml. of blood to 45-8. The differences 
are not quite statistically significant by conservative 
criteria. (7) Of 504 children examined in 1946 and again 
in 1948, a total of 454 were negative both times. Twenty 


individuals experienced increases in microfilaria counts, 
averaging 14 per 0-04 ml. of blood, while the counts of 
30 individuals decreased an average of 46 per 0-04 ml, 


during the spray period.” R. M. Gordon 


594. Head Louse Infestation in School Children: A 
Comparative Trial of Insecticides 

C. B. Huss. Monthly Bulletin of the Ministry of Health, 
etc. [Mon. Bull. Min. Hith| 8, 112-115, June, 1949. 


The surveys of head-louse infestation made in 1947 
still showed unsatisfactory rates of infestation—41-3% 
in girls aged 9 to 13 years, 27-1% at 14 to 18, and 5 to 
6% in women. The rate for boys between 9 and 18 years 
showed no reduction from 1938-40 figures. Owing to 
dollar exchange difficulties lethane is difficult to procure 
and comparative trials were therefore made of the suit- 
ability of “‘ gamma B.H.C.” (y-benzene hexachloride, 
“ gammexane”’) and D.D.T. (dichlordiphenyltrichlore 
thane) by 12 local education authorities employing the 
same preparations—2% D.D.T. emulsion and 0-2/4 
suspension of gamma B.H.C.—and using the same 
methods of application and recording, their results being 
pooled and summarized here. 

Neither preparation was found to be objectionable, 
and each proved to have powerful lethal effects on lice. 
The following results on examination 2 weeks after the 
first application are reported: Gamma B.H.C. (500 cases) 
—completely satisfactory in 86-8%, moderately satis 
factory in 8-6%, disappointing in 46%. D.D.1. 
(500 cases)—completely satisfactory in 84-12% 
moderately satisfactory in 9-48%, and disappointing i 
6°4%. A. Michael Critchley 
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595. Measurements of Heart Output by Electrokymo- 


G. C. Rinc, M. BALABAN, and M. J. OPPENHEIMER. 
American Journal of Physiology [Amer. J. Physiol.] 157, 
343-351, June, 1949. 5 figs., 12 refs. 


This is a preliminary account of a new electrokymo- 
graphic method for the measurement of cardiac output. 
The antero-posterior thickness of the ventricles in systole 
and diastole is determined by measuring the amount of 
x-ray transmission in each phase and the heart output 
calculated according to a formula worked out by the 
authors. The advantage claimed for the new method is 
that subjective errors inherent in older techniques are 
eliminated. The results obtained in 31 subjects are 
compared with those obtained simultaneously by ballisto- 
cardiography. A, I. Suchett-Kaye 


596. Measurement of Ionizing Radiations in vivo 
B. CASSEN and L. Curtis. Science [Science] 110, 94-95, 
July 22, 1949. 2 figs. 


In this paper from the University of California is 
described a new method of measuring the dose of radia- 
tion at a depth in tissue. A “‘ lucite ’’ rod is tipped with 
zinc cadmium sulphide crystals, and the fluorescent 
scintillations induced in the presence of ionizing radiation 
can be reflected along a No. 15 hypodermic needle. The 
scintillations are received by a photomultiplier tube, and 
an amplifier can be added if necessary. The wall of the 
needle absorbs an undetermined amount of radiation, 
but relative readings between the surface of the body and 
various depths can be made and thus isodose curves can 
be plotted. Basil A. Stoll 


597. Studies on the Variation of Skin Reactivity to 
Irradiation with Alterations in the Circulation. Ia. 
Cutaneous Reactivity to X-Rays after Venous Stasis and 
Arterial Ischaemia, in Relation to the Phenomena of 
Peripheral Vasoregulation. (Studi sulle variazioni della 
feattivita tissurale cutanea agli stimoli radianti per 
alterazioni di circolo. Ia. La reattivita cutanea ai raggi 
Roentgen, dopo stasi venosa ed ischemia arteriosa, in 
rapporto ai fenomeni di vasoregolazione periferica) 

M. Matrerni and M. Marginalia Dermato- 
logia [Margin. dermat., Firenze] 4, 94-122, June 15, 
1949. 2 figs., bibliography. 


598. The Protection of Personnel Engaged in Roent- 
genology and Radiology 

F. T. HUNTER, O. E. MERRILL, J. G. Trump, and L. L. 
Rossins. New England Journal of Medicine [New Engl. 
J. Med.| 241, 79-89, July 21, 1949. 10 figs., 14 refs. 


The death rate from leukaemia among radiologists 
is higher than the death rate in their medical colleagues. 
A total exposure dose of 0-3 r per week is the accepted 


Radiology 


limit of safety, but whether this statement has much 
meaning at all is open to challenge. Ionizing radiations 
which penetrate to the blood-forming organs produce 
quite a different effect upon the body as a whole than 
radiation which is absorbed for the most part by the skin. 
The present work was undertaken with the object of 
establishing a more quantitative basis for relating 
radiation exposure to changes in the peripheral blood 
picture as an index of bone-marrow damage. 

Measurements were made of intensity and quality of 
direct and scattered radiation from a phantom irradiated 
under conditions present during fluoroscopy. Contrary 
to general opinion, the 90 degree scattered radiation from 
a phantom is actually more penetrating than the direct 
incident beam. Film badges were used with four filters 
or windows, and measurements were made with “ vic- 
toreen ’’ chambers and pocket electrometers. Positions 
approximating to those of the roentgenologist’s lower 
torso were chosen, as these were the points of greatest 
intensity of scattered radiation. Increasing the filter of 
the beam from 1-5 to 3 mm. aluminium decreased the 
exposure of the patient per film and reduced to an appre- 
ciable extent the side-scatter received by the examiner 
without diminishing the luminescence of the screen. 

It appears that optimal factors for screening procedure 
are: acurrent of 5 mA at 85 kV and a tube filter of 3 mm. 
aluminium. It is shown that all scattered radiation at 
voltage ranges between 50 and 140 kV is sufficiently 
penetrating to reach the bone marrow. The patient can 
act as a filter and should be so used to reduce the inten- 
sity of the central scatter, the beam being centred as far 
distant as possible from the operating personnel; field 
sizes should be kept as small as possible. Speed of 
examination, adequate aprons and gloves, and rooms 
with minimum back-scatter are all important. 

A rigid programme was carried out at the Massachu- 
setts General Hospital to determine the amount of 
radiation received by personnel. Those doing diagnostic 
work generally received less than 0-1 r over a two-week | 
period. Radium workers showed a greater exposure, 
but still less than 0-3 r. The use of film badges will 
reveal individual carelessness when it occurs, and will 
also have a psychological effect on those wearing them, 
in making them avoid undue exposure. J. G. Williams 


599. Structural Differences in Bone Matrix Associated 
with Metabolized Radium 

F. E. Hoecker and P. G. Roore. Radiology [Radiology] 
52, 856-865, June, 1949. 14 figs., 5 refs. 


Studies of the metabolism of radium absorbed in the 
body have shown it to be deposited in bone, but no 
quantitative measurements of its distribution have as yet 
been published. The authors in this paper present a 
method whereby they have made a detailed study of the 
distribution of radium deposited metabolically in the 
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bones of rats. Bone is sectioned by a rapid technique 
and radiographs are then prepared; it is possible to 
correlate exactly distribution of radium, as revealed by 
a-particle tracks on the photographic plate, with the bone 
section concerned. A detailed description of these 
techniques is given, with several illustrations. 

These preliminary studies have demonstrated the 


presence of microscopic deposits of radium; considera- © 


tion of the dose due to «-particle bombardment, together 
with a study of tissue sections in the region exposed to a 
sub-lethal dose, may offer a reasonable basis for a theory 
of the production of bone sarcomas in chronic radium 
poisoning. H. C. Warrington 


600. Techniques for Application of the Betatron to Medi- 
cal Therapy. With Report of One Case 

H. QuastLer, G. D. ApAms, G. M. S. M. DAn- 
corr, A. O. HANSON, D. W. Kerst, K. W. Kocu, L. H. 
LANZL, J. S. LAUGHLIN, D. E. Riesen, C. S. ROBINSON, 
V. T. Austin, T. G. Keriey, E. F. LANnzi, G. Y. 
McC.ure, E. A. THOMPSON, and L. S. SKAGGs. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 61, 591-625, May, 1949. 24 
figs., 12 refs. 


In May, 1948, a patient suffering from a glioblastoma, 
recurrent after surgery and orthodox irradiation, was 
treated by means of the 22 mev. betatron of the Univer- 
sity of Illinois, this being thought to be the first time such 
treatment has been attempted. This paper gives an 
account of 22 mev. dosimetry, beam collimation and 
filtration for clinical work, protection, and technique 
of clinical application, together with clinical and post- 
mortem findings. Much of the preparatory work was 
undertaken for the first time for this particular patient, 
on whom, it is estimated, 2,000 man-hours were spent in 
all. The biological and absorption characteristics of 
high energy x rays are also discussed. 

The beam was collimated by a thick diaphragm of 
laminated lead and filtered by a shaped carbon “ cigar ” 
to produce flat isodose surfaces. With these arrange- 
ments a 9-cm. diameter field at 75 cm. from the target 
received about 30 r per minute. The highest dosage 
was about 3 cm. below the skin; at 17 cm. below the skin 
the dose was 50% of this maximum. Protection from 
stray roentgen, neutron, and electron irradiation is 
discussed and it is concluded that “‘ it is easily possible to 
make the betatron safe for clinical purposes ”’. 

For the actual treatment it was desired to create a 
sphere of highly-dosed tissue 9-5 cm. in diameter centred 
in the left temporal lobe. This was achieved by a beam- 
directing method, first on a model and then on the patient, 
by the use of 25 overlapping fields arranged systematically 
' over the left side of the skull ofly; each beam included 
the whole tumour. The practical and_ theoretical 
problems involved are fully discussed, with great emphasis 
on the importance of administering a homogeneous and 
measured dose, accurately located in space. For the 
dose investigations with the model, film-density as well as 
victoreen measurements were used and during treat- 
ment the positron activity induced in zinc foil provided 
an index of dosage. Treatment was given over a period 


of 17 days, 5 fields being treated daily. The Patient’s 
condition continued to deteriorate and treatment was 
stopped at a dose of 4669 r.e.b.a. (roentgen equivalent by 
bio-assay), the patient dying 2 weeks later. 

[This article is important, from two points of view: 
the characteristics and control of high-energy radiation, 
and the need for accurate beam direction whether in 
orthodox or betatron therapy.]} J. L. Dobbie 


601. Multiple Possibilities of Application of an 
Radioactive Isotope (Co®°) of Long Life, in Fluid Form, 
for the Radiation Therapy of Malignant Tumours. (Uber 
die multiplen Anwendungsméglichkeiten eines langlebigen 
kiinstlichen radioaktiven Isotops (Co®®), fliissiger 
Form, fiir die Strahlentherapie maligner Tumoren) 

J. H. MULLER. Schweizerische Medizinische Wochen- 
schrift |Schweiz. med. Wschr.] 79, 547-551, June 18, 1949, 
5 figs., 8 refs. 


The author describes a technique for irradiation of 
visceral tumours which has been devised in the Division 
of Radiology of the University Gynaecological Clinic in 
Zurich. The technique has been developed in the first 
place for the treatment of carcinoma of the bladder, but 
the author points out the possibility of its adaptation for 
the treatment of tumours of the body of the uterus, 
stomach, large intestine, and other organs. The 
technique consists of the introduction of a rubber balloon 
attached to a catheter into the cavity of the organ; the 
balloon is then filled with a solution of radiocobalt 
chloride, with sodium iodide added to render it radio- 
opaque. The author has used this method in cases of 
carcinoma of the bladder and in one case of carcinoma of 
the recto-sigmoid; it cannot yet be clinically evaluated, 
but early results are promising. 

Radiocobalt (Co®®) is specially suitable for this pur- 
pose because of its long half-life (5-3 years) and its almost 
monochromatic gamma radiation; the beta radiation, 
with a maximum energy of 0-308 mev., is absorbed by 
a very thin layer of material. The filled balloon can be 
visualized in situ by x rays and the localization of the 
emitted radiation can be further checked by means of 
radioautographs of the filled balloon. The author also 
describes a method of standardizing the dose of radio- 
cobalt by using an ionization chamber and comparing 
the intensity of radiation of the radiocobalt with that 
of a standard source of platinum-filtered radium. The 
autographic technique can also be used by comparing the 
degree of blackening of films exposed to the radiocobalt 
solution and to a known radium standard. 

Douglas Findlay 
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602. Percutaneous Cerebral Angiography. (Angioc- 
grafia cerebral percutanea) 

P. Niemeyer and J. L. Brrro E Cunna. Jornal Brasil- 
eiro de Neurologia [J. brasil. Neurol.] 1, 259-316, April- 
June, 1949. 59 figs., bibliography. 


This is a long and profusely illustrated paper describing 
the technique and radiographic results of angiography. 
“* Nosylan ” is injected percutaneously into the common 
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carotid artery at the bifurcation, without anaesthesia 
and with the patient ambulant. No accidents are 
rted. Many fine photographs are reproduced show- 
ing good definition of vascular changes, from aneurysms 
to new vessels in meningiomata. The authors review 
the literature and discuss the respective merits of angio- 
phy and ventriculography; they also describe the 
anatomy and points in diagnosis. Among conditions 
detectable by their method they include subarachnoid 
haemorrhage, arterio-venous aneurysm, supratentorial 
tumour, some meningiomata, astrocytomata, and even 
glioblastomata. L. Michaelis 


603. Diagnosis of Bronchial Carcinoma by Tomography. 
(Zur Diagnosestellung des Bronchuscarcinoms mittels 
Schichtaufnahme) 

A. STANGL. Radiologia Clinica [Radiol. clin., Basel] 18, 
206-217, July, 1949. 10 figs. 


The author assigns a place to tomography amongst 
other diagnostic methods in bronchial carcinoma. The 
importance of radioscopy, which might reveal mediastinal 
swing in bronchial obstruction, diaphragmatic paralysis, 
or displacement of the oesophagus, is stressed, as is the 
need for routine radiography and the usefulness of 
penetrating radiographs. Bronchography, not entirely 
harmless and followed by irritating cough, is only to be 
employed when tomography fails. Bronchoscopy, 
though useless in cases of peripheral growths, is essen- 
tially a pre-operative procedure for verification, localiza- 
tion, and biopsy. The optimal plane for tomography 
of the bronchial tree lies at half the distance between 
table and xiphoid (with the patient lying on his back) 
minus 1 to2cm. This plane, the “‘ anatomical middle ’’, 
cuts through the bifurcation of the trachea. ; 

Bronchial stenosis does not necessarily imply 
carcinoma. In differential diagnosis, foreign body, 
tuberculosis, and para-tracheo-bronchial lymph nodes 
must be taken into account. Peripheral tumours are 
readily visualized on ordinary x-ray photographs, but 
cannot be demonstrated by tomography of the bronchial 
tree because bronchi of the third order lie outside the 
plane of the main bronchi. The small, early, central 
bronchial carcinoma, often overshadowed by the 
mediastinal organs, is most easily detected by tomo- 
graphy. In the first stage before the bronchus is com- 
pletely blocked, tomography reveals an ill-defined tumour 
shadow radiating into the periphery. In the second stage 
with complete bronchial obstruction the picture shows 
lobar atelectasis with a bronchus cut short, leading into 
adense nuclear tumour shadow within the diffuse atelec- 
tatic shadow zone. If in a later stage the central area of 
this dense parahilar nuclear shadow has broken down, a 
picture of lung abscess or of bronchiectasis within an 
atelectatic shadow obscures the situation. Broadening 
of the angle of the bifurcation indicates that carcino- 
matous lymph nodes lie below the carina. 

[The description of 10 well illustrated cases seen and 
followed up at the x-ray department of the Second 
Surgical University Clinic, Vienna, makes this very 
instructive paper a valuable contribution to the diagnosis 
of bronchial carcinoma.] E.G. W. Hoffstaedt 


604. Solitary Tumors of the Chest. The Differential 
Diagnosis in Fifty Proved Cases 

R. K. ARBUCKLE. American Journal of Roentgenology 
and Radium Therapy [Amer. J. Roentgenol.| 62, 52-64, 
July, 1949. 10 figs. 


An increasing number of solitary tumours of the chest 
are now discovered as a result of mass surveys. Fifty 
such cases, in all of which the diagnosis was proved, are 
reviewed in this paper. Most of the tumours were of one 
of three types, namely, bronchial carcinoma, nerve tissue 
tumour, and aneurysm. Needle aspiration under radio- 
scopic control, for the purpose of procuring biopsy 
material, afforded the most prompt and accurate method 
of establishing diagnosis. 

There were no radiographic findings that could be 
considered characteristic of any particular tvpe of tumour. 
In many instances the diagnosis which was finally estab- 
lished was not considered among the possibilities when 
the first examination was made. A. Orley 


605. On Radiating Striation-Shadows in the Upper 
Zone of the Right Lung. (Uber radiadre Streifenschatten 
im rechten Lungenoberfeld) 

C. Esser. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 71, 205-216, 1949. 
12 figs., 8 refs. 


Four cases in which striation was seen in the right 
upper pulmonary zone radiating from the hilum towards 
the periphery are described and analysed in detail. 
These rather dense striations of uneven thickness looked 
like, and were connected with, the main fissure. In two 
instances they originated from a dense triangular hilar 
shadow. [Such as is often described as a “ hilar flare ”’.] 
In another case the line connected with the interlobar 
fissure was crossed by another similar fine striation. In 
this case, 3 years after discontinuation of artificial 
pneumothorax for collapse of an upper zone cavity, 
another slightly curved line was seen to radiate from the 
hilum towards the apex. The fourth case presented the 
interesting problem of how to interpret an apparently 
annular shadow on top of the interlobar septum—a sequel 
to apicolysis for collapse of an apical cavity. 

The careful radiological analysis of these striations, 
which on first sight appeared to be due to either thickened 
interlobar septa or fibrosis, and which in the last case 
‘resembled the wall of a cavity, revealed (by tomography 
or in one case by ordinary radiography with the subject 
in a lordotic position) definite double contours, thought 
to be due to the presence of bronchi within the “ stria- 
tions.”” The author interprets these shadows as due to 
remnants of either atelectatic or pneumonic-infiltrative 
processes near the base of the upper lobe with later 
induration and contraction. These residues are con- 
sidered, at least in some cases, to be due to the same type 
of “ slab-atelectasis’’ (Plattenatelektase) as that pre- 
viously described by Fleischner in the lower lobe. The 
point to remember is that striated shadows like those 
described in the paper [and well illustrated by excellent 
reproductions of radiographs] should not be dismissed as 
simply representing a thickened interlobar septum or a 
fibrotic scar. Efforts should be made by tomographic 
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studies to investigate these apparently innocent “ scars ”’ 
and to search for vestiges of parenchymatous processes 
of either non-specific or tuberculous origin. In the latter 
case potentially active lesions may still be present. 

[The author has made a good case for his thesis. The 
illustrations, particularly the excellent and illuminating 
diagrams supplementing the tomographic pictures, are 
of the highest standard of reproduction.] 

E. G. W. Hoffstaedt 


606. The Roentgenologic Diagnosis of Prolapsed 
Gastric Mucosa 

C. HAw ey, P. D. Meyer, and B. FELSON. American 
Journal of Roentgenology and Radium Therapy {Amer. J. 
Roentgenol.] 61, 784-796, June, 1949. 9 figs., 34 refs. 


In the course of 1,257 barium meal examinations at the 
Cincinnati General Hospital, the authors made the 
diagnosis of prolapse of the gastric mucosa in 35 cases, 
in 5 of which it was subsequently confirmed at operation 
or necropsy, or by gastroscopy. The condition was 
frequently discovered co-existing with other intra- 
abdominal disease. In 9 uncomplicated cases, 
described in detail, a fairly constant symptomatology 
was noted. This consisted of recurrent attacks of 
abdominal pain relieved by food and alkalis and often 
associated with nausea, vomiting, and gas eructation. 
The most characteristic radiological finding was ** mush- 
rooming’ of the duodenal cap produced by concavity 
of the base, which was inconstant in appearance and not 
associated with any other abnormality of the cap or 
pylorus. Gastric retention was not observed in this 
series of cases. In the differential diagnosis are men- 
tioned pyloric carcinoma, duodenal and pyloric ulcera- 
tion, hypertrophic pyloric stenosis in adults, antral 
gastritis, duodenal papilloma, and benign gastric tumours. 
Treatment with antispasmodics, antacids, and diet 
rapidly relieved the symptoms. The authors admit 
that the evidence confirming gastric prolapse as a definite 
clinical entity is inconclusive. G. A. Stevenson 


607. Early Roentgenologic Changes in Idiopathic 
Ulcerative Colitis 

T. H. Kauit and L. L. Rossins. Radiology [Radiology] 
53, 1-10, July, 1949. 8 figs., 5 refs. 


Serial radiographs of 160 patients at the Massachusetts 
General Hospital were studied. In every case the 
diagnosis was confirmed by sigmoidoscopy, colectomy, 
or necropsy. The result of the first barium enema 
examination was often reported as negative, but subse- 
quent review made it evident that a diagnosis could have 
been made. 

[No statistical details are given; hence it is impossible 
to say how often radiology might help in the diagnosis 
of cases in which sigmoidoscopy has been negative, or 
how reliable it is.] The authors’ views are expressed in 
broad generalizations. Preparation must be adequate, 
and hence castor-oil administration is recommended even 
though diarrhoea is present. If castor oil cannot be 
given, “‘ several saline enemas may produce fairly satis- 
factory preparation’’. The usual mixture of barium, 
agar substance, and water is used; colloidal substances 
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and double-contrast techniques were not found neces. 
sary. 


the fold pattern tends to become coarse and longitudinal, 
The important feature of early ulcerative colitis is the 
presence of scattered minute serrations along the profile 
of the filled colon; these are due to the pinhead erosions, 
Overstretching may abolish them, so that they often show 
better in films taken after an evacuation of the bowels, 
If evacuation is complete, the erosions may show en face 
_as a fine stippling. Care must be taken to distinguish 
between these tiny serrations and the more irregular 
defects caused by particles of adherent faeces. 
tion due to typhoid fever, dysentery, tuberculosis, 
amoebiasis, diffuse lymphogranuloma, and post-irradia. 
tion procto-sigmoiditis may be radiologically indistip. 
guishable from the lesions of idiopathic ulcerative colitis, 


608. The Diagnosis of Spinal Meningiomas and Schwan- 
nomas by Myelography 

E. H. Woop. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 61, 683-689, 


With any irritative process such as repeated Catharsig 


Ulcera- 


Denys Jennings 


May, 1949. 6 figs., 14 refs. 


In 30 cases of intradural spinal meningioma and 
schwannoma myelography revealed a partial or complete 
spinal block. Each neoplasm produced a sharply 
demarcated filling defect in the radio-opaque oil column, 
indicative of an intrathecal tumour. In 28 of the cases 
the myelograms also showed a displacement of the spinal 
cord and nerve roots, which is characteristic of extra- 
medullary lesions. A meningioma rather than a 
schwannoma may be suspected when the myelogram 
discloses a tumour with a broad dural attachment anda 
slightly irregular surface. Schwannomata, being encap- 
sulated, are surrounded by the radio-opaque substance 
more completely than meningiomata. The value of an 
exact diagnosis in these cases is stressed in view of their 
opacity. A. Orley 


609. Osseous Changes in Erythroblastosis Fetalis 
W. L. Janus and M. W. Dietz. Radiology [Radiology] 
53, 59-65, July, 1949. 4 figs., 10 refs. 


The authors studied the radiographs of the wrists and 
ankles of 21 newly born infants suffering from erythro- 
blastosis foetalis. They found definite changes in 9 of 
these; in 6 there was a narrowed zone of increased 
density at the distal end of the diaphysis of the radius, 
ulna, tibia, and fibula, while a further 3 showed in addi 
tion to this an adjacent zone of translucency «n the 
diaphysial side of the dense band. These changes bor 
a relation to the gravity of the illness; those infants 
without bone changes were the least ill and recovered 
more rapidly. In 4 cases which were followed up these 
changes had disappeared but thin “* growth arrest ”’ lines 
were evident. 

Prematurity, congenital syphilis, and bismuth poison 
ing (due to treatment of syphilis) may all produce changes 
identical with the above or nearly so. The authors 
consider that the changes are due to interruption of 
development of endochondral bone and are not specific 
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In the severe case the changes are sufficiently well-marked 
to make it likely that lateral films of good quality taken 
prenatally will reveal the bony abnormality in utero. 

A. M. Rackow 


610. Pharmaco-radiography of the Stomach with the 
Aid of Morphine and Ipecacuanha. (Pharmacoradiografi 
af ventriklen ved hjzlp af morfin og ipecacuanha) 

T. RasmussEN. Nordisk Medicin [Nord. Med.] 41, 
980-985, June 3, 1949. 10 figs., 32 refs. 


The author has employed morphine and ipecacuanha 
as adjuncts to contrast radiography in an unspecified 
number of patients with gastric and duodenal disorders 
in whom diagnosis had been impossible by the usual 
methods. Morphine was given intravenously (5 mg. 
morphine citrate in solution) about 10 to 15 minutes 
before radiological examination. There was a consider- 
able increase in gastric peristalsis which showed up any 
part of the stomach wall which had been rendered rigid 
by a neoplastic process. In about half the patients, 
the injection was followed by sensations of faintness and 
anxiety which were of very brief duration in the vast 
majority of cases. Ipecacuanha was given in doses of 
5 to 15 ml. of the syrup, and caused vomiting only in 
one case. When given on the night before the examina- 
tion to patients with a large gastric residue it caused 
complete emptying of the stomach. In other cases, it 
was given immediately before examination. The effect 
was to increase gastric tone and so to promote the filling 
of ulcers with contrast medium. In the light of his 
experience, the author recommends the routine use of 
morphine for displaying a tumour in the body of the 
stomach, for displaying the pyloric canal when there is no 
gastric residue, and for displaying the duodenal cap. 
Ipecacuanha is recommended for the diagnosis of gastric 
ulcer and pyloric stenosis. B. Nordin 


611. The Ineffectiveness of Present-day Radiology in 

Diagnosis of Carcinoma of the Cardiac End of the Stomach 

with Suggestions for Improvement 

V. J. KiNseLLA. Australian and New Zealand Journal of 

a7 [Aust. N.Z. J. Surg.] 18, 243-255, April, 1949. 
gs. 


In 9 out of 10 cases of carcinoma of the upper 
pole of the stomach the growth was missed on 
radiological examination, sometimes after repeated 
examinations by different radiologists. As a result only 
one patient was operated on immediately. [The cases 
are described, but the clinical histories are inadequate. 
The author, who is apparently a surgeon with little 
radiological experience, makes various suggestions as to 
how radiologists could improve their technique. The 
technical methods described are already in use in most 
good European radiological departments, but results 
are still bad and will probably remain so while the 
Present organization of medicine persists. The general 
Physician should refer the patient to a gastro-enterologist 
who carries out his own barium-meal and gastroscopic 
examinations and takes full responsibility for diagnosis. 
If necessary, the question of laparotomy should be 
discussed in collaboration with the general physician. 


Cardiac diagnosis would be equally bad if the various 
ancillary methods—such as radiology, electrocardio- 
graphy, and stethoscopy—were in the hands of separate 
specialists.] 


Denys Jennings 


612. Double Contrast Roentgenograms of the Stomach. 
An Additional Aid in Diagnosis 

E. L. Pirkey. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 62, 70 -74, July, 
1949. 9 figs., 7 refs. 


After the normal barium-meal x-ray examination has 
been made the stomach is dilated by means of a balloon 
tied over the end of a stomach tube, which is inflated 
under screen control after it has been swallowed. 
Radiographs are then taken with the patient horizontal. 
It is stated that the number of false-positive diagnoses of 
lesions in the fundus of the stomach is thereby reduced. 
[Devices of this kind have been extensively used in 
gastric radiology, but the general view is that they have 
little or no advantage over the simpler procedure of 
inflating the stomach by giving the two halves of a 
Seidlitz powder separately.] Denys Jennings 


613. Opaque Arthrography of the Knee Joint - 
A. E. Jowett. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 8, 149-155, June, 1949. 16 figs., 5 refs. 


The technique of opaque arthrography of the knee- 
joint is described, and the results obtained are illustrated 
by radiographs of normal and abnormal joints. It is 
concluded that this method of examination is a safe and 
practical aid in the diagnosis of diseases and injuries of the ~ 
joint. D. P. Nicholson 


614. Sources of Functional Disturbance in Hystero- 


salpingography and Attempts to Exclude them. (Funktio- 
nelle Stérungsquellen bei der Hysterosalpingographie und 
Versuche sie auszuschalten) 

H. R. Scuitpspack. Geburtshilfe und Frauenheilkunde 
[Geburtsh. u. Frauenheilk.| 9, 406-413, June, 1949. 
1 fig., 10 refs. 


While investigating by salpingography the influence of 
functional disturbances on the permeability of the tubes 
in sterility the author has observed four different shapes 
of the utero-tubal junction: (1) the pointed; (2) the 
pinched-in; (3) the pinhead; (4) the rounded. All 
these forms are subject to changes during the monthly 
cycle and as a result of spastic disorders. Such changes 
might temporarily block the tubes and necessitate 
repetition of salpingography. Temporary blocking of 
the tubes is thought to occur less frequently between the 
15th and 24th days of the cycle, and salpingography ought 
therefore to be performed in this period. 

The author considers that there is an inverse relation 
between the width of the orificium internum uteri and the 
permeability of the utero-tubal junction. The orifice is 
supposed to be narrow in the second half of the cycle, 
when the “ sphincter ”’ at the junction is more permeable. 

By administration of spasmolytic or sedative drugs, 
such as papaverine, the tubes can be visualized in a 
greater percentage of cases, and mistakes in diagnosis 
may be avoided. O. Burger 


—— 


615. The Movement of Water in Tissues Removed from 
the Body and its Relation to Movement of Water During 
Life 

E. L. Opie. Journal of Experimental Medicine [J. exp. 
Med.) 89, 185-208, Feb., 1949. 13 figs., 12 refs. 


The quantity of water that enters parenchymatous cells 
of liver, kidney, or pancreas in the first half hour after 
immersion in various fluids is in accordance with move- 
ments by osmosis through a semipermeable membrane; 
it is proportional to the square root of time and the 
concentration of solutions (Boyle’s law). Solutions of 
sodium chloride isotonic for liver cells have a molar 
concentration of about 0-34, that is, approximately twice 
that of solutions isotonic for erythrocytes, or twice the 
molar concentration of sodium chloride in blood serum; 
for kidney cells isotonic solutions have slightly less than 
twice, and for pancreatic cells three times, this 
concentration. 

Interstitial tissue of thymus, omentum, or pancreas 
immersed in water undergoes oedema-like swelling caused 
by hydration of colloids of the fibrous tissues; water 
uptake accords with osmosis. Time relation is linear. 
Solutions of sodium chloride of 0-15 molar concentration, 
approximating to that in the blood, are nearly isotonic 
for omentum and isotonic for thymus. 

The intake of water by the dense fibrous tissue of the 
corium of the skin and the wall of the aorta in concen- 
trated sodium chloride solutions is anomalous; it does 
not decrease in linear relation to the concentration, and 
no solution is isotonic for the tissue. Sodium chloride 
produces changes in fibrous tissue which increase with 
increasing concentration its power to hold water. 

Conditions favourable to autolysis alter permeability ; 
in solutions isotonic for normal liver the altered liver 
takes up water. The initial movement of water in tissues 
in the period immediately after removal from the body has 
a “ supravital ’’ character, but this effect is soon impaired 
by injury to the tissues. 

The molar concentration of the contents of secreting 
cells is greater than that of the blood serum and of the 
fluid surrounding them. These conditions are favourable 
to the passage of water from the tissue spaces to the cells. 

H. Pollak 


616. The Movement of Water in Tumor Tissue Removed 
from the Body 

E. L. Opte. Journal of Experimental Medicine [J. exp. 
Med.) 89, 209-222, Feb., 1949. 11 figs., 9 refs. 


Hepatomata and cholangiomata produced by butter 
yellow, when immersed in distilled water, initially imbibe 
less water than the normal liver from which they are 
derived and later lose water; this behaviour is associated 
with rapid disintegration of the cytoplasm. As a result 
of injury of the tumour cells by the water, the osmotic 
exchange is anomalous in the first half-hour of immersion. 


Pathology 


The concentration of sodium chloride solution isotonic 
for hepatoma tissue is about half (0-16 molar) that for 
normal liver (approximately 0-34 molar). Osmotic 
exchange in various concentrations of sodium chloride 
solutions is irregular. 
Sarcoma produced by benzpyrene in subcutaneous 
tissue behaves in water like normal fibrous tissue, but 
microscopical examination shows that it is as susceptible 
to injury as are the other tumours. H. Pollak - 


617. Studies on Hemophilia. V. The Coagulation 
Defect in Hemophilia with Particular Reference to the 
Conversion of Prothrombin to Thrombin and the Evolution 
of the Prothrombin Conversion Accelerator 

B. ALEXANDER. and A. DE Vriks. Blood [Blood] 4, 
752-758, June, 1949. 15 refs. 


618. An Experimental Study on Air Blast Injuries, 
[In English] 

C. CLEMEDSON. Acta Physiologica Scandinavica [Acta 
physiol. scand.] 18, Suppl. 61, 1-200, 1949. 45 figs., 
bibliography. 


See also Section Digestive Disorders, Abstract 769. 


619. The Pathology of Subacute Cor Pulmonale in Diffuse 
Carcinomatosis of the Lungs 

A. D. MorGan. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 61, 75-84, Jan., 1949. 12 figs., 40 refs. 


A patient, a man aged 68 years, died from what 
appeared to be congestive heart failure due to chronic 
bronchitis and emphysema. Necropsy, however, revealed 
a “* leather bottle ’’ type of gastric carcinoma. The heart 
was a typical cor pulmonale, but the lungs, which were 
bound to the chest wall by old adhesions, showed only 
mild emphysema and in contrast to the usual features of 
this condition were rather tough and did not crepitate. 
The larger branches of the pulmonary artery bore athero- 
matous plaques. The thoracic duct and hilar lymph 
nodes were apparently normal. 

Histologically the stomach contained an atrophic 
scirrhous carcinoma. The lungs showed an obliterative 
endarteritis of most of the arterioles and carcinomatous 
plugs in the peribronchial and perivascular lymphatics, 
while in some of the smaller arteries, which were reduced 
to fibrous cords, carcinoma cells were intravascular as 
well as perivascular. Disappearance of the media in 
some cases indicated the long-standing nature of the 
lesions. The peripheral and subpleural regions of the 
lungs showed the most marked changes. 

The literature relating to lymphangitis carcinomatosa 
and subacute cor pulmonale is reviewed; it appears that 
the former is most frequently (in 75% of cases) due to 
undiagnosed gastric carcinoma, and that the development 
of subacute cor pulmonale is not the result of lymphatic 
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blockage itself, but is due to occlusion of the pulmonary 
arterioles by malignant embolism and subsequent 
arteriolar thrombosis and organization. It is suggested, 
at least in the case described, that lymphangitis carcino- 
matosa is more probably due to haematogenous deposi- 
tion of malignant emboli in the peripheral parts of the 
lungs, followed by centripetal lymphatic extension, than 
to retrograde spread to the hilum with subsequent centri- 
fugal lymphatic spread. The type of lesion in which the 
latter mode of spread exists is usually unassociated with 
right ventricular hypertrophy, but a study of the literature 
suggests that there is no clear-cut histological distinction 
between the two types. R. B. T. Baldwin 


620. Lipomatous Pseudohypertrophy of the Pancreas 
with Complete Absence of Exocrine Tissue 

A. Hover. Journal of Pathology and Bacteriology [J. 
Path. Bact.] 61, 93-100, Jan., 1949. 7 figs., 13 refs. 


The author records the fourth case published of this 
condition. The patient was a 9-month-old male infant 
previously quite healthy and the product of a normal 
labour. At the age of 7 months he had severe naso- 
pharyngeal catarrh, which was treated with sulpha- 
thiazole. Although he recovered he began to refuse food, 
lost weight, and developed steatorrhoea and mild rickets. 
His condition was clinically indistinguishable from coeliac 
disease. Death occurred from asphyxia during a meal. 

Necropsy revealed laryngeal obstruction due to 
aspirated food material. Apart from some mild gastro- 
intestinal lymphoid enlargement and some fatty degenera- 
tion of the liver, the only abnormality was in the pancreas, 
which was about three times the normal size. Micro- 
scopically the pancreas was composed of adipose tissue 
of adult type with well preserved islets of Langerhans 
scattered throughout, although some of the latter were ~ 
small and had undergone hyaline degeneration. Some of 
the cells possessed a peripheral ring of nuclei, so that they 
resembled giant cells. Remnants of excretory ducts 
were seen but exocrine tissue was completely absent 
[the author only examined blocks of tissue from three 
different parts of the pancreas]. 

The author discusses the aetiology of the condition and 
believes that it is probably acquired, although on 
embryological grounds it could theoretically be due to a 
developmental defect. The fatty replacement of the 
pancreatic parenchyma may be due to infective or toxic 
agents; the sulphathiazole therapy may have been 
responsible in this case. The disease may be symptom- 
less and the patient die from some other cause, or symp- . 
toms of coeliac disease may appear. 

R. B. T. Baldwin 


621. The Relationship Between the Secretions of the 
Gastric Mucosa and its Morphology as Shown by Biopsy 
Specimens 

I. J. Woop, R. K. Doric, R. MorTreraM, S. WEIDEN, 
and A. Moore. Gastroenterology [Gastroenterology] 12, 
949-958, June, 1949. 9 figs., 5 refs. 


See also Sections Respiratory Disorders, Abstract 752; 
Infectious Diseases, Abstract 892. 
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622. The Cytological Diagnosis of Scleroma. (Lluto- 
WHarHOCTHKa CKJIEPOMbI) 

R. A. BarityAK. 
[Vestn. Oto-rino-laringol.] 11, No. 3, 53-57, May-June, 
1949. 6 figs., 8 refs. 


Although Burak found the bacillus of Frisch- 
Volkovitch in 65% and Gonservosky in 75% of cases of 
scleroma, there are considerable difficulties in identifying 
the bacillus. The separation of non-encapsulated strains 
and extensive laboratory facilities are required for sero- 
logical work. Biopsy is the diagnostic method most 
often used, and is based on the finding of plasma cells, 
large round cells with foamy protoplasm—Mikulicz 
cells—similar to those found in dental root granulomata 
and resembling lipoma cells, and homogeneous eosino- 
phil hyaline corpuscles, which are also found in non- 
specific granulations, leprosy, and actinomycosis. In 
very early cases of scleroma the plasma cells are 
prevalent; in later cases Mikulicz cells are commoner. 
The presence of Frisch bacilli within the Mikulicz cells 
is diagnostic. The stage of the disease has considerable 
bearing on the discovery of these elements, which are 
replaced by fibrous tissue in the process of scar formation. 

The author investigated films made by pressing freshly 
cut pieces of infiltrate on to glass slides, and was able to 
squeeze the cells out of the firm cartilaginous-like 
infiltrate. The films were dried in air for a few minutes, 
and stained with Pappenheim’s stain. The following 
three types of cell were found: (1) Very small cells 
resembling small lymphocytes or histiocytes, with a 
narrow margin of slightly basophil protoplasm and dark, 
frequently pyknotic, nuclei. (2) Plasma cells, clearly 
defined when stained with Pappenheim-Unna, the proto- 
plasm being stained crimson-red and the nuclei green. 
(3) In groups of two to four, or singly, large round clear 
cells with round or oval pyknotic nuclei and one or two 
large vacuoles sometimes containing short stout Gram- 
negative bacilli enclosed in a clear zone (? capsule). 
In other cells the vacuoles are numerous, and give rise to 
a foamy appearance. Russell's corpuscles were seen 
in several haematoxylin-eosin preparations, but were 
scarcely recognizable with Pappenheim staining. 

Thirty-two cases were investigated, two to four films 
being made in each case. All the findings were controlled 
by a study of histological sections. In 28 the cellular 
elements of scleroma were found. In the remaining 
4 patients, of whom one had a nasal fibroma and the 
other three had tuberculous infiltration of the nose, the 
characteristic cells were absent, and biopsy examination 
was necessary for diagnosis. Stephen Suggit 


623. A Comparative Study of the Colloidal Red Test 
in Liver Diseases with Special Reference to the Zinc 
Turbidity, Thymol Turbidity and Bromsulphalein Tests 

H. A. Strape, L. B. Dotti, and S. J. ILKA. Gastro- 


enterology [Gastroenterology] 12, 934-948, June, 1949, 


1 fig., 42 refs. 


624. A Rapid Slide Fest for Heterophile Antibody in 
Infectious Mononucleosis 

W. C. MoLoney and L. MALzone. Blood [Blood] 4, 
722-727, June, 1949. 18 refs. 


Microbiology 


625. Isolation of Histoplasma capsulatum from Soil 

C. W. Emmons. Public Health Reports, Washington 
[Pbl. Hith Rep., Wash.| 64, 892-896, July 15, 1949. 12 
figs., 14 refs. 


In a locality in Virginia where rats had been proved to 
be affected with histoplasmosis, Histoplasma capsulatum 
was isolated from 2 out of 387 soil samples taken at the 
entrance to rat burrows on a farm where histoplasmosis 
had been proved in 7 of 43 rats trapped. The strains of 
H. capsulatum isolated by animal inoculation from the 
two soil samples were similar to each other and quite 
typical of the species so far as colony appearance, micro- 
scopic morphology, and pathogenicity for animals were 
concerned. The macroconidia (photomicrographs of 
which are reproduced) were found by direct microscopical 
examination of a saline suspension of the soil sample. 
Although it is possible that its presence in the soil was due 
to contamination by an infected rat, it has been shown 
experimentally that H. capsulatum does complete a 
saprophytic cycle in the laboratory and this, combined 
with the actual demonstration of the macroconidia in 
natural soil samples, makes it highly probable that 
H. capsulatum goes through a developmental cycle as a 
saprophyte in soil in nature. H. P. Fox 


626. Cysteine and Related Compounds in the Growth of 
the Yeastlike Phase of Histoplasma capsulatum 

S. B. Satvin. Journal of Infectious Diseases [J. infect. 
Dis.] 84, 275-283, May-June, 1949. 3 figs., 15 refs. 


627. Studies on the Suppression of Fungus Growth by 
Thiourea. III. The Effects of Protein Fractions, Amino 
Acids, and Thiol Compounds 

M. Tacer, H. B. HALes, and T. S. DANowsk1i. Journal 
of Infectious Diseases [J. infect. Dis.] 84, 284-289, 
May-June, 1949. 22 refs. 


BACTERIA 


628. The Finding of a Hitherto Undescribed Micro- 
organism in Subacute “ Abacterial ’’ Endocarditis. (Hall- 
azgo de un germen no descrito en la endocarditis abac- 
teriana subaguda) 

C. Jim—nez Diaz and E. Arjona. Revista Clinica 
Espanola [Rev. clin. esp.] 33, 389-393, June 30, 1949. 
2 figs., 9 refs. 


The authors have previously described a subacute 
abacterial endocarditis which differs clinically from 
subacute bacterial endocarditis. They do not consider 
that this may have been an abacterial phase of the same 
disease since the temperature was raised and the patient 
had a high erythrocyte sedimentation rate at the time. 
In 3 cases blood cultures were repeatedly negative, but 
marrow culture invariably yielded the same micro- 
organism, even at necropsy. The organism grew slowly 


and its morphological and cultural characteristics placeg 
it in the genus Corynebacterium. They believe that it 
has not hitherto been described and suggest the name 
C. endocarditis. George Hickie 


629. The «-Toxin (Collagenase) of Clostridium welchij, 
2. The Effect of Alkaline pH and Heat 

E. Biowett. Biochemical Journal (Biochem. 
28-32, 1949. 4 figs., 16 refs. 


If filttates of Clostridium welchii type A containing 
«-toxin (collagenase) are heated, aged, dialysed against 
buffers at pH 10, or adjusted to that pH and then read- 
justed to pH 7, their activity against “* azocoll” (com- 
mercial hide powder with coupled azo dye) increases, 
and the immunological test dose, with azocoll as 
indicator, decreases. This change is not due, as was 
formerly supposed, to the conversion of a collagenase 
zymogen into collagenase, for the treated preparations 
have no collagenase activity—they do not attack collagen 
paper or soften muscle. Collagenase begins to be un- 
stable in the cold at pH 8-5 to 9 and is completely des- 
troyed at pH 10-3; warming to 37° C. greatly accelerates 
this process. A second enzyme active against azocoll 
and hide powder, but not against collagen, appears at a 
higher pH, but is destroyed at about pH 10-3. Antisera 
against Cl. welchii filtrates containing «-toxin contain 
antibody to the enzyme present in alkali-treated filtrates. 
The author claims that Walbum and Reymann’s observa- 


tion (J. Path. Bact., 1933, 36, 469; 1934, 39, 669) of 


peaks of gelatinase activity in C/. welchii filtrates at 
PH 6 and pH 8 to 9 may be due at pH 6 to collagenase, 
and at pH 8 to 9 to the new enzyme; both are active 
against gelatin. 

[This paper underlines the contention of Oakley, 
Warren, and Warrack, that azocoll and hide powder 
are not specific indicators for collagenases]. 

C. L. Oakley 


630. Studies on the Mode of Origin of Penicillin- 
resistant Staphylococci. [In English] 

K. R. Eriksen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 26, 269-219, 
1949. 1 fig., 13 refs. 


A series of tubes, each containing 4-5 ml. of broth 
with different concentrations of penicillin, were inoculated 
with 0-5 ml. of a 24-hour culture of Staphylococcus 
aureus, undiluted and in progressive ten-fold dilutions. 
The tubes were incubated at 37° C. and subcultures made 
on agar plates at varying intervals up to 72 hours. From 
this experiment it was. found that, depending on the 
initial number of organisms transferred, a secondary 
growth would appear at certain penicillin concentrations 
consisting of organisms with a higher degree of resistance 
to penicillin than the original strain. With large inocula 
the secondary growth was found in penicillin concentra 
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tions up to 0-25 unit per ml., with smaller inocula only 
at lower penicillin concentrations, and with an inoculum 
of the 1 in 1,000 dilution there was no secondary growth 
at all. It was also demonstrated that the resistant 
organisms appear only after contact with penicillin for 
some length of time. Experiments carried out on solid 
media showed somewhat similar results. It was also 
found that when the inoculum was sufficiently large the 
secondary growth appeared constantly at penicillin 
concentrations up to 0-125 unit per ml.; as a rule it 
appeared also at 0-25 unit per ml., but only rarely at 0-5 
unit per ml. 

A further experiment was interpreted as showing that 
penicillin-resistant organisms could not have been present 
in the original broth culture. A flask containing 50 ml. 
of broth with 0-125 unit of penicillin per ml. and an 
initial bacterial concentration of 10-1 was incubated at 
37°C. and at varying intervals 0-5 ml. was transferred 
from the flask to agar plates containing penicillin in 
varying concentrations. After 48 hours the colonies 
were counted. No ‘rise was found in the number of 
resistant colonies. It is argued that if resistant organisms 
had been present in the original broth culture the number 
of these colonies would have increased gradually through- 
out the period of the experiment. Of 48 strains of 
staphylococci isolated from agar containing 0-125 unit 
of penicillin per ml. (all the strains being resistant to 
penicillin) and subsequently transferred daily in ordi- 
nary broth for 10 days, a few showed a decrease in 
resistance. However, it was considered that this did 
not signify merely a reversion, but that the slowly grow- 
ing resistant organisms had become overgrown by 
sensitive bacteria persisting in the culture. In general, 
it was concluded that resistance to penicillin does not 
arise through spontaneous mutation. R. B. Lucas 


631. Mechanism of Emergence of Resistance to Strepto- 
mycin in Five Species of Gram-negative Bacilli 

H. E. ALEXANDER and G. Leipy. Pediatrics [Pediatrics] 
4, 214-221, Aug., 1949. 22 refs. 


The important problem of resistance to streptomycin 
therapy of infections caused by some Gram-negative 
bacilli is still not fully solved. Apart from acquired 
resistance to the antibiotic used, some bacterial strains 
have, on culture, been found to produce colonies endowed 
with resistance spontaneously acquired as a result of 
mutation. The varieties of Gram-negative bacilli of the 
enteric group studied were Bacterium coli, Salm. typhi, 
Pseudomonas aeruginosa, and various other Salmonellae 
and Shigellae. 

The present authors have elsewhere presented evidence 
of a mutational origin of resistant Haemophilus 
influenzae. These resistant strains, however, may 
be susceptible to attacks by sulphonamides, emphasizing 
the value of combined therapy. W. G. Wyllie 


632. A Bacteriological Study of Lymph Nodes. Analysis 
of Postmortem Specimens with Particular Reference to 
Clinical, Serological and Histopathological Findings. 
[In English] 

C.A. ADAMSON. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 227, 1-172, 1949. 3 figs., bibliography. 


MOL 


633. A Study of the Mode of Action of Substances which 
Enhance Bacterial Invasiveness 

C. SANDAGE and O. K. Stark. Journal of Infectious 
Diseases [J. infect. Dis.] 84, 310-316, May-June, 1949. 
23 refs. 
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634. Comparison of Diagnostic Methods for Western 
Equine and St. Louis Encephalitis 
G. MEIKLEJOHN, E. Rust, and O. BRUNETTI. Journal of 
Immunology {J. Immunol.) 62, 293-300, July, 1949. 14 
refs. 


The three methods available for estimating serum anti- 
body against Western equine encephalomyelitis virus 
and St. Louis encephalitis virus—intracerebral neutraliza- 
tion tests, intraperitoneal neutralization tests, and 
complement-fixation tests—have been compared for 
efficiency during examination of acute and convalescent 
sera from 333 persons in whom the diagnosis of encephal- 
itis had been made on clinical grounds. The virus 
preparations used were 20% suspensions of infected 
mouse brain in 10% normal rabbit serum broth, stored 
in dry ice. Intracerebral injections were made into 
21- to 35-day-old mice of Webster and ABC strains, and 
intraperitoneal injections into Webster mice 4 to 9 days 
old. Serum was removed from clot, centrifuged, and 
tested for sterility, and unsterile samples were filtered 
through Seitz pads; they were then stored in rubber- 
stoppered tubes at 4°C. (It is probable that sera are 
better sent frozen, but this is often impracticable.) 

In the animal experiments constant amounts of 
undiluted non-inactivated serum were tested against 
increasing amounts of virus. Mixtures were made for 
intracerebral inoculation with 10-LD 50 of virus; for 
intraperitoneal injection the convalescent sera were 
tested against 10* LD 50, and subsequent testing was 
made to depend on the results of these tests. Mixtures 
containing equine encephalomyelitis virus were injected 
immediately, those containing St. Louis encephalitis 
virus after 4 hours at 4° C. Survival of 3 out of 4 mice 
was considered evidence of neutralization of 2 mice, 
doubtful evidence; while survival of 1 mouse or none 
counted as failure to neutralize. For the complement- 
fixation tests antigen was prepared from infected mouse 
brain according to Casals’s method, and sera were 
inactivated at 60° C. for 20 minutes; 2 units of antigen 
and 2 units of complement were used, Mixtures were 
kept at 4° C. overnight and then sensitized cells were 
added. Results were as follows. 

Western Equine Encephalomyelitis Virus.—A positive 
result occurred with 17 sera. Of these, 15 were tested 
by the intracerebral method; 9 showed a small rise in 
antibody titre from acute to convalescent phase. All 
17 were tested by intraperitoneal inoculation: 13 gave a 
positive response, including 6 that had shown no rise by 
intracerebral tests and one that had not been tested by 
this method, but excluding 3 that had shown a small 
rise by the intracerebral method and one not so tested. 
The increases in titre were very different as estimated by 
the two methods: thus the titre of serum 13 did not 
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increase at all, as judged by intracerebral tests; by intra- 
peritoneal tests it increased 100,000 times. Complement- 
fixation tests gave positive results in 11 cases; 4 cases were 
positive by intracerebral and intraperitoneal tests, 3 
positive by intracerebral tests alone, one by intra- 
peritoneal test alone. 

St. Louis Encephalitis Virus—One or other test showed 


_ an increase in titre from acute to convalescent phase in 


20 sera. Intraperitoneal testing gave positive results 
in all 20; intracerebral testing, positive results in only 7; 
complement-fixation tests, positive results in 16, 9 of 
which were negative to intracerebral tests. : 

From these observations it is concluded that intra- 
peritoneal testing is the most generally useful method for 
detecting antibody increases against these viruses, though 
it seems more reliable in testing against St. Louis 
encephalitis than against Western equine encephalomye- 
litis virus. Hope is expressed that improved antigens 
will increase the sensitivity of complement-fixation tests, 
as complement-fixation antibodies appear much sooner 
in the disease than do neutralizing antibodies. 

[Might it not be convenient to use a constant dose of 
virus and vary the serum in the animal neutralization 
tests? It is more economical, to say the least. Testing 
of sera against a standard seems to be very little used in 
work with viruses.] C. L. Oakley 


635. Sites of Antibody Production 

C. L. Oakey, G. H. WARRACK, and I. Batty. Journal 
of Pathology and Bacteriology [J. Path. Bact.) 61, 179-194, 
April, 1949. 41 refs. 


In experiments carried out by the authors, guinea- 
pigs, rabbits, and horses were primarily stimulated with 
diphtheria alum-precipitated toxoid (A.P.T.)—5 ml. 
intramuscularly in the neck in the horse, 0-2 ml. sub- 
cutaneously in the neck or abdominal wall in the rabbit 


or guinea-pig—and at least one month later a similar. 


dose of antigen was given into the part of the right 
hind leg draining into the popliteal node. Later the 
animal was bled and both popliteal nodes excised and 
their antitoxin content estimated separately. The 
amount of antitoxin in the node on the injected side 
was found to be much greater than on the other side. 
Horses used for the production of Clostridium welchii 
antitoxin were then given 1 injection of 5 ml. of diph- 
theria A.P.T. and 10 ml. of tetanus A.P.T. intramuscularly 
in the neck, the same dose being repeated after one month. 
Similar quantities of A.P.T. were subsequently injected 
into each hind leg below the knee, diphtheria on one side, 
tetanus on the other. Later the horses were bled out. 
The lymph nodes draining each leg contained a higher 
proportion of ipsilateral antitoxin and a lower proportion 
of the contralateral antitoxin than was found in the 
plasma. In a similar series of experiments the ratio of 
Cl. welchii antitoxin to diphtheria or tetanus antitoxins in 
the lymph nodes draining the contralateral leg did not 
differ materially from the ratio of these substances in the 
serum or in many other organs examined. The authors 
therefore conclude that when immunity is induced 
artificially, most of the antitoxin is produced in the lymph 
node draining the site of injection of the antigen. 


In a further series of horses, injected as above, the 
tissues lying between the site of injection and the node 
contained quantities of antitoxin approximately equi- 
valent to those in the serum. However, one or two 
experiments suggested that the proportions of ipsilateral 
antibodies were higher in the skin than in the 
suggesting antibody formation at the site of injection, 
Rabbits were therefore given 3 injections of 0-2 ml, of 
diphtheria A.P.T. into the dorsum of one hind foot and 
of 0-2 ml. of tetanus A.P.T. into the other at intervals of 
one month. After the third injection the animals wer 
bled out and the injection areas, the nodes draining them, 
and the femoral and tibial bone marrow were examined, 
The marrow appeared to contain the two antitoxing jp 
about the same proportions as the serum, but the skin at 
each injection site, as well as the corresponding nodes, 
contained a higher proportion of ipsilateral to contra- 
lateral antitoxin than was found in the serum. This may 
be connected with the fact that granulomata were present 
in the feet of the rabbits as a normal consequence of the 
toxoid injections. Antibody production, stimulated as 
in these experiments, appears to continue for some time, 

Peter Harvey 


636. Serological Diagnosis of Human Toxoplasmosis 
A. MacDonaLp. Lancet [Lancet] 1, 950-953, June 4, 
1949. 1 fig., 8 refs. 


A strain of Toxoplasma of American origin was main- 
tained by mouse passage (intraperitoneal injection) at 
intervals of 4 days. Mouse peritoneal exudate was 
centrifuged and the deposit inoculated on to the chorio- 
allantoic membrane of 10- to 13-day incubated fertile 
hen’s eggs. Lesions resembling vaccinia were produced 
in the chorig-allantois at the first passage; on section, 
patches of ectoderm were necrosed, with proliferation of 
ectoderm outside the necrosed areas and considerable 
infiltration of mesoderm with inflammatory cells near the 
areas of necrosis; parasites were present, both free and 
within mesodermal and ectodermal cells, but no parasites 
were seen in the endodermal layers, although these were 
hypertrophied. Parasites repeatedly passaged ‘in the 
chorio-allantois tended to lose their virulence for the 
mouse, but neutralization tests were positive with either 
egg Or mouse virus. 

On testing sera in the chorio-allantois for their capacity 
to reduce the number of pocks caused by inoculation with 
the organism, results were significant with those from 
immunized rabbits, with human sera regarded as positive 
on other grounds, and with only two of 60 “ normal” 
human sera examined. For complement-fixation tests, 
chorio-allantoic membranes heavily infected with 
Toxoplasma were harvested after 5 days’ incubation 
and ground with powdered glass and ml. M/2%0 
phosphate buffer pH 7-4; the whole was then frozen 
and thawed three times. After centrifugation at low 
speeds to remove debris and glass, the supernatant was 
centrifuged at 3,000 to 4,000 r.p.m. for 10 minutes and 
the supernatant from this spinning used as antigen. 
Mouse passage Toxoplasma being an_ unsatisfactory 
antigen, fixation was allowed to occur overnight at 4° C.; 
otherwise the test was carried out as usual. The findings 
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paralleled closely those observed in pock-neutralization 
tests. Of 100 “ normal ”’ sera examined, 3 gave a positive 
complement-fixation test; 2 of these also gave a positive 
neutralization test in eggs, one did not. 

In view of the difficulty of recovering the parasite from 
the patient during life and of the uncertain nature of the 
neutralization test in mice and guinea-pigs, the author 
recommends the use of the fertile egg for serological test- 
ing, and of chorio-allantoic cultures of the organism as 
antigen for complement-fixation tests. C.L. Oakley 


637. The Serologic Diagnosis of Mumps. A Compara- 
tive Study of Three Methods 

J. K. AIkKAWA and G. MEIKLEJOHN. Journal of Immun- 
ology [J. Immunol.] 62, 261-269, July, 1949. 3 figs., 
7 refs. 


Three methods of testing sera for antibody to mumps 
virus — complement - fixation, agglutination - inhibition, 
and modified erythrocyte-agglutination (a test in which 
erythrocytes sensitized with mumps virus are agglutinated 
by immune serum)—were compared for efficiency. A 
comparison was also made of complement-fixation tests 
with allantoic fluid, viral antigen, and’ soluble antigen. 

With complement-fixation tests titres did not rise in 
sera of patients with mumps during the first three days of 
illness; thereafter there was a progressive rise in titre 
of the antibody. When soluble antigen was used titres 
were usually lower than those obtained with viral antigen 
or allantoic-fluid antigen, and were seldom measurable 
earlier in the disease. With the agglutination-inhibition 
test a rise in titre in cases of mumps occurs at about 
the same time as the increase in complement-fixing 
antibody, and a maximum is reached much sooner; the 
titres are much higher than in complement-fixation tests. 
The modified erythrocyte-agglutination test was much 
more variable, but often showed high titres much earlier 


‘in the disease than did the other two tests. All 


three tests showed substantially the same logarithmic 
increase in titre with sera obtained from the same patient 
at different times during the course of the disease. 

C. L. Oakley 


638. Studies on Diphtheria. IV. The Skin Factor in 
the Schick Reaction 

B, VAHLQuistT and C. Hécstept. Journal of Immunology 
(J. Immunol.] 62, 277-291, July, 1949. 3 figs., 26 refs. 


In order to determine the clinical value of the Schick 
test, and to frame a satisfactory definition of it, the 
authors compared the results of Schick tests with anti- 
toxin titrations on serum taken at the same time as the 
test serum in 143 persons. These included 26 sera 
without detectable antitoxin, 69 with demonstrable 
antitoxin due to active immunization, and 48, originally 
without detectable antitoxin, from volunteers who had 
been passively immunized with homologous serum con- 
taining 3 to 6-6 units of diphtheria antitoxin per ml. The 
dose of homologous antitoxin was so graded as to give 

groups of expected antitoxin titres on the day of 
Schick testing: 0-005, 0-01, and 0-02 unit of diphtheria 
antitoxin per ml. 
The authors found that, in a “ limited’ number of 


persons possessing no circulating antitoxin, Schick 
testing produced no effect on the antitoxin titre within 
3 or 4 weeks. Of 16 persons with circulating antitoxin 
due to active immunization, 10 showed a rise in antitoxin 
concentration 25 to 48 days after a Schick test. In 
passively immunized persons no increase in antitoxin 
titre occurred after Schick testing [nor is it obvious why 
it should]; indeed, a fall of about 10 to 15% in antitoxin 
titre occurred in the first week after injection [of anti- 
toxin, presumably]. On the whole it seemed that the 
result of the Schick test depended on the antitoxin titre 
at the time of injection of Schick toxin, not on the titre 
at the time the test was read. The actively immune 
persons’ sera had widely scattered antitoxin values (from 
slightly above 0-0005 unit to more than 0-02 unit per ml. 
serum); the passively immunized subjects’ sera gave 
values of from <0-0005 unit to between 0-01 and 0-02 
unit. Tests on these and the group without detectable 
antitoxin showed that there was no antitoxin level above 
which all persons were Schick-negative and below which 
all were Schick-positive; over a band extending from 
0-002 to 0-02 unit per ml. the Schick reaction might be 
either positive or negative. A completely negative 
result—that is, no reaction whatever—is considered 
by the authors to be evidence of an antitoxic titre 
usually above 0-002 unit per ml. A positive reaction— 
that is, a sharply defined red area, with or without 
infiltration, less than 15 mm. in diameter—is evidence of 
an antitoxin titre always below 0-02 unit per ml. A 
strongly positive reaction, more than 15 mm. in diameter, 
is evidence of an antitoxin titre always below 0-005 unit 
per ml. 

The authors conclude that, though there is evidence 
that Schick-negative persons have a greatly increased 
resistance to diphtheria and, even if they contract the 
disease, show a lower incidence of complications and a 
lower mortality rate than Schick-positive persons do, it is 
better to carry out mass immunization without previous 
Schick testing. In excluding Schick-negative persons 
from immunization the fact is disregarded that many of 
them may be on the borderline of immunity; immuniza- 
tion will raise their antitoxin titres to the safety level. 
Attention is drawn to various non-specific factors in skin 
that may affect response to the Schick test. 

[There are several difficult points in this very interesting 
paper, which outlines clearly some of the defects of the 
Schick test. The headings in Table 5 are so clumsily set 
out that the 26 people without detectable antitoxin 
appear as both actively and passively immune; they are 
clearly neither. Similarly the group without detectable 
antitoxin appears again in Table 3; here there are only 
25 of them. Though the lowest detectable antitoxin 
level is stated on p. 288 to be <0-0005 unit per ml., 3 
persons in Table 1 are said to have values of <0-00025, 
<0-0004, and 0-00045 unit per ml. respectively. It is 
claimed that in both titre classes—-that is, <0-0005 to 
<0-005, and above 0-005 unit per ml.—the percentage 
of persons with Schick reactions less than 8 mm. in 
diameter is higher in the actively immune than in the 
passively immune group; it is interesting to note that the 
difference disappears if those previously Schick tested are 
omitted from the comparison.] C. L. Oakley 
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639. Relation of Nutrition to Infection in Children 
J. M. RAwLinGs. American Journal of Public Health 
[Amer. J. publ. Hith] 39, 858-861, July, 1949. 23 refs. 


This paper describes a clinical study of 315 children 
referred to the Mott Foundation Children’s Health 
Centre because of some chronic infection or faulty 
nutritional condition. The children’s ages ranged from 
2 to 17 years, the period of observation from 3 to 32 
months. In addition to appropriate medical advice and 
treatment, all patients received a supplement of vitamins 
A, B, C, and D; a few received iron and liver. [The 
indications, preparations, and doses are not given.] 

Some form of chronic infection was found in 304 
children (96-5%). The commonest condition was disease 
of the tonsils (72%) [the diagnostic criteria are not 
stated]; the next commonest was involvement of the 
upper anterior cervical lymph nodes. The author found 
that in this group 96-4% were improved as regards the 
infection and the nutritional state after 3 months of the 
supplemental therapy. It is also stated that out of 227 
children who at the time of the first examination were 
considered to need removal of tonsils and adenoids, 133 
were found at the end of that period of observation to 
have improved to a point where the operation was not 
needed [a not uncommon happening whatever treatment 
is given]. A faulty nutritional status was observed 
clinically in 39-5% of the cases. The commonest com- 
plaints made by the mothers regarding these children were 
of poor appetite and nervousness. 

After a 10-month observation period and supplementa- 
tion alone, 82-9% of children were well, very much 
improved, or much improved; 90% of children were 
improved to a similar degree when, in addition to 
supplementation, tonsils and adenoids were removed. 

P.T. Bray 


640. Clinical Features of Sepsis in Children. (K 
KJIMHHKE CeMmCHCa B METCKOM BOspacTe) 

G. N. SperANSKil, A. S. ROZENTAL, and E. A. RAKHMEL. 
Knunnyeckan Meguunna [Klin. Med., Mosk.] 27, No. 6, 
17-26, June, 1949. 3 figs., 15 refs. 


This article is based on observations of 45 cases of 
neonatal and infantile sepsis, of which 15 were cases of 
toxaemia due to localized infections, 20 cases of septi- 
caemia, and 10 cases of pyaemia. Of the 20 cases of 
septicaemia 13 were due to umbilical sepsis, while in the 
remaining 7 the source of infection was not discovered. 
Of the 10 cases of pyaemia 4 were due to umbilical sepsis 
and 2 to skin infection; in 2 the cause was not discovered. 
Twelve infants with septicaemia and 3 with pyaemia 
were under a fortnight old when the condition was diag- 
nosed. This the authors explain by the more acute and 
sudden onset of septicaemia, and by the lower resistance 
of the newborn to sepsis. 


Four of the children were premature; in only one case 
was there a history of difficult labour, and the weight of 
infants born at term was up to or above the normal 
birth-weight. The presenting symptoms of neonatal 
sepsis include loss of appetite, vomiting, loss of weight, 
and nervous disorders. In septicaemia, anaemia is not 
a marked feature, but in pyaemia, when suppurating fog 
are present, it may be severe. In septicaemia the osmotic 
resistance of the erythrocytes is raised; in the phase of 
remission it is lowered, and the haemoglobin value falls, 
as does the erythrocyte count. This explains the absence 
of anaemia in the patients admitted to the clinic; they 
were in an early phase of the disease and anaemia only 
developed later. 

In both forms of sepsis, neutrophilia, with a shift to 
the left, was observed. In septicaemia, eosinophils were 
often absent; in pyaemia, always. As toxaemia dis- 
appeared the eosinophils returned, and in the stage of 
recovery the eosinophil count reached 6 to 10%. 

Of the 30 children with generalized sepsis, 6 had an 
acute haematogenous osteomyelitis, which may be 
regarded as a local manifestation of a general septico- 
pyaemia. In4of these cases the bone infection originated 
from a pyodermia. Radiographic evidence of osteo- 
myelitis was obtainable only at a late stage of the disease, 
when destructive lesions had already formed. Osteo- 
myelitis in young infants was usually situated in the region 
of the epiphyses. 

In the acute phase of septicaemia, pneumographic 
records showed irregular breathing, with a long pause 
between expiration and inspiration. In pyaémia, this 
was observed only in 2 children with very grave toxaemia. 

L. Firman-Edwards 


See also Abstracts of World Surgery, 1950, 7, 105. 


641. Arachnodactyly (Marfan’s Syndrome). Two Case 
Reports with Etiological Implications 

R.C. MOEHLIG. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 61, 797-801, 
June, 1949, 13 figs., 13 refs. 


Two cases of arachnodactyly are reported. The first 
case was a 6-year-old boy with subluxation of the lens 
and tremulousness of the iris (iridonesis). A congenital 
cardiac defect was assumed to be present. A large 
sella turcica was present. A response in height and 
weight to methyl testosterone took place within a period 
of 2 months. An increase in the output of 17-keto 
steroids followed this therapy. The -follicle-stimulating 
hormone output in both cases was normal. 

The second case was in a 14-year-old Negro boy with 
no dislocation of the lens, a possible congenital cardiae 
defect, a marked increase in glucose tolerance; the curve 
was actually hypoglycemic like that seen in pituitary 
cachexia or severe hypopituitarism. 
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A high arched palate was present in both cases and in 
the parents of the first case. This finding seems to be 
characteristic of arachnodactyly, and its significance in 
this disease as well as in migraine, epilepsy and retinitis 

jgmentosa associated with disharmonious bodily 
development was discussed. It was assumed to be 
related to the development of the pituitary, the anterior 
Jobe of which originates embryologically from the roof of 
the mouth. This gland is probably an etiological factor 
in the production of arachnodactyly. The etiology may 
rest in a primary inherited pituitary disturbance and a 
secondary mesodermal tissue defect. The opinion that 
arachnodactyly is an inherited mesodermal defect is 
supported.—[Author’s summary.] 


642. Observations on the Treatment of Infantile Gastro- 
enteritis 

C.Z. NEUMANN. British Medical Journal (Brit. med. J.} 
2, 132-134, July 16, 1949. 3 figs., 25 refs. 


The author suggests that histamine is one of the chief 
factors in causing the dehydration in gastro-enteritis. 
He accordingly administered ** benadryl ”’ in conjunction 
with sulphamezathine in a group of cases, and claimed 
that the drug caused a rapid diminution in vomiting, 
toxaemia, and the number of stools passed per day. 

R. S. Illingworth 


643. Roseola (Exanthem Subitum) 
L. F. Hitt. Journal of the lowa State Medical Society 
[J. lowa St. med. Soc.] 39, 283-286, July, 1949. 5 refs. 


The author summarizes 38 cases which showed the 
classical features of an infection of sudden onset in 
children under the age of three. The fever lasted for 
3 to 5 days, without abnormal physical findings, then 
fell suddenly with the appearance of a morbilliform rash 
which lasted for 24 to 48 hours. The important labora- 
tory finding was of a leucopenia and lymphocytosis. 
The cause was probably a virus of low infectivity, as the 
disease rarely spread from child to child. The differential 
diagnosis from measles and rubella is easily made from a 
study of the temperature chart and of the day on which 
the rash appears. In measles the exanthem appears at 
the height of the fever, in rubella at the start of the illness, 
and in roseola infantum as the temperature falls. 

N. M. Jacoby 


644. Streptomycin Treatment of Septicaemia and Men- 
ingitis due to Intestinal Organisms in Infants 

R. Desré and P. Mozziconacci. British Medical 
Journal [Brit. med. J.] 2, 451-454, Aug. 27, 1949. ~6 refs. 


This paper records the results of treatment of 41 cases 
of infection due to organisms of the Salmonella, Bac- 
terium coli, and similar groups. Previously these infec- 
tions have always ended fatally, but streptomycin 
therapy has now improved the prognosis. In the present 
series of 41 cases bacteriaemia was demonstrated at some 
Stage during the disease in every case. The authors 
divide these 41 infants into two groups: (a) 16 with 
septicaemia but no meningitis, and (6) 25 with menin- 
gitis with or without septicaemia. In cases of septicaemia 
only, alimentary symptoms dominated the clinical 
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picture. These consisted of diarrhoea, vomiting, and 
abdominal distension, associated with fever, rapid loss of 
weight, intense dehydration, and cyanosis. Complica- 
tions in the form of otitis, mastoiditis, or pyelitis devel- 
oped in some of these infants. A leucocytosis, with an 
average polymorphonuclear count of 72%, was present 
in all but 4 cases. The meningitic form was usually 
associated with classical physical signs but occasionally 
was latent and only discovered by examination of the 
cerebrospinal fluid. Streptomycin was given in doses 
of 0-05 to 0-1 g. per kg. body weight daily by intra- 
muscular injection, a total of 0-1 to 0-3 g. daily orally 
in divided doses being sometimes added. In cases of 
meningitis 0-025 g. was injected intrathecally twice daily 
for 5 days and thereafter once a day. In addition, 
sulphadiazine—0°3 to 0-4 g. per kg. body weight—was 
sometimes given by mouth, and penicillin intramuscularly 
in cases of superadded infection. 

The sensitivity of the organisms to streptomycin was 
assayed from time to time during treatment, but there 
did not appear to be any clear relation between the 
resistance of the organisms and the clinical course of the 
case. 

Recovery was usually rapid in those suffering from 
septicaemia and in all but 4 of 16 such cases the child 
recovered. Cases of meningitis presented a much more 
serious and difficult problem, and cure seems to be 
possible only when treatment is instituted promptly; 
19 of the 25 cases ended fatally. Jas. M. Smellie 


645. Dietary Control of Dental Caries 
M. S. CiorFart. Archives of Paediatrics [Arch. Pediat.] 
66, 233-240, June, 1949. 15 refs. 


Statistics have shown that dental caries is probably the 
most widespread disease of Western civilization. The 
outstanding difference between the diets of primitive and 
civilized man is the presence in the latter of a great deal of 
refined sugar. To investigate the possible harmful effect 
of refined sugar on the teeth the controlled experiment 
described in this article was carried out. 

“Two groups of 50 children each were observed regu- 
larly from birth until 5 years of age, as to their dental 
condition. One group had very few sweets in their diet, 
with additional emphasis on the coarseness of food, and 
on regular vitamin supplements. The other, or control 
group, had the average American diet with plenty of 
sweets and irregular vitamin supplements; both groups 
used the same water supply.” 

It was found that at 5 years of age 78% of the group 
under diet control had no visible cavities, the average 
being 0-18 cavities per child, while the control children 
had 5-22 cavities per child, and only 6% had no cavities. 
These results suggest the following conclusions. ‘“‘ The 
balance of evidence points to easily fermentable carbo- 
hydrates, especially sucrose, as the main offenders. A 
child’s diet, at least until 7 to 8 years of age, should 
include (a) a bare minimum of sweets, (6) a good amount 
of coarse foods, and (c) a maintenance amount of vita- 
mins. In addition, it might be advisable to give the 


unavoidable quota of sweets at the beginning of the meal 
only, and to have a raw, coarse fruit or vegetable at the 
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end, with raw fruit for snacks.” A further conclusion 
was that tooth brushes and tooth paste are of less value 
than suitable diet. 

[From the facts supplied, the conclusions drawn are 
reasonable and support the advice usually given in 
Britain. The only possible variable to which the author 
does not give much weight is that in the experimental 
group the parents were co-operative; in the control 
group the co-operation was poor.] 

D. Robertson-Ritchie 


646. Therapy and Prognosis of Fibrocystic Disease of the 
Pancreas 

D. H. ANDERSEN. Pediatrics [Pediatrics] 3, 406-417, 
April, 1949. 7 figs., 4 refs. 


Despite advances in the pathology, diagnosis, and treat- 
ment of fibrocystic disease of the pancreas, the important 
and characteristic bronchopulmonary lesions are not as 
yet satisfactorily explained. The theory that the 
bronchial lesion results from a congenital defect in the 
mucosal glands analogous to that in the pancreas 
receives no support from morphological studies of the 
affected tissues, and the author presents evidence which 
indirectly favours the original theory that deficient 
digestion due to lack of pancreatic secretion leads to a 
deficiency of some substance (which may or may not be 
vitamin A) essential for the normal functioning of the 
bronchi. 

This evidence is provided by: (1) The satisfactory 
results of dietary therapy of fibrocystic disease in young 
infants in whom it was started before chronic respiratory 
infection had developed. (2) The effect of diet measures 
on the absorption of vitamin A, as shown by comparison 
of the absorption curves after ingestion of 7,000 units of 
vitamin A per kg. body weight in patients receiving a 
normal ward diet with those of patients receiving a 
special low-fat diet with skim milk and pancreatin, 
absorption being significantly greater in the latter group. 
(3) The freedom from important bronchial infections of 
a series of 22 patients with fibrocystic disease treated on a 
regimen based on the nutritional hypothesis. Of these 
patients, the majority were started on dietary therapy 
before a cough had been present longer than 2 months 
and 11 were given a course of penicillin to clear up the 
initial infection, 2 requiring a second course. The 
remaining 11 patients, however, were treated by diet 
alone. These 22 patients have remained free of clinical 
and radiological signs of chronic bronchitis for periods 
ranging from 2 months to 7 years. P. T. Bray 


See also Section Genetics, Abstract 513. 


647. Bronchoscopy in Children under Treatment in a 
Sanatorium. (La bronchoscopie chez l'enfant soigné 
en sanatorium) 
P. Lowys, F. Tison, and O. Metivier. Poumon [Pou- 
mon) 5, 281-300, July—-Aug., 1949. 14 figs., bibliography. 
The authors carried out 354 bronchoscopic examina- 
tions of 196 children between the ages of 54 and 154 
years at the Roc des Fiz Sanatorium, Haute-Savoie, 
between January, 1941, and March, 1949. They used 
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Lemoine’s technique, and describe the procedure in some 
detail. 

Contraindications were few, principally conditions 
such as cervical rigidity or the presence of active throat 
infection. Failure due to lack of co-operation by the 
patient was encountered only five times; a second 
attempt was generally successful. Anaesthetic reactions 
were few and never serious. Pre-operative administra. 
tion of atropine appeared to prevent excessive bronchial 
secretion. Post-operative spread of pulmonary tuber. 
culosis and severe febrile reactions did not occur, nor 
were there any unfortunate sequelae due to passage of the 


- bronchoscope or to local interference such as biopsy, 


Indications for bronchoscopy in the tuberculous child 
fell into two groups: (1) Where parenchymatous infec. 
tion was obvious radiologically, activity was gauged by 
the appearance of the bronchial mucosa; and where 
radiological appearances indicated bronchial stenosis, 
bronchoscopy was essential to anticipate a_ bronchial 
fistula, the development of which was occasionally 
dramatically sudden but more often a slow process, 
(2) Where tuberculous involvement of a bronchus could 
only be suspected on clinical, radiological, or laboratory 
evidence, bronchoscopy was performed for confirmation, 

Of 129 tuberculous children, 100 were found to show 
bronchial involvement, either non-specific—kinking 
(usually due to collapse therapy); narrowing (due to 
enlargement of paratracheal or tracheo-bronchial 
nodes); reddening, hypersecretion, and oedema (9); 
benign tumours (3); and ulcers (1); or specific—tuber- 
culous ulceration (6); vegetations (6); fistula (3). 

The prognosis in cases of tuberculous bronchial 
ulceration and vegetation in children appears to be 
good: spontaneous healing was not uncommon and the 
cicatricial stenosis of the adult was never seen. In 
only 6 cases was bronchial tuberculosis associated with 
bronchiectasis. Local treatment of bronchial tuber- 
culosis is discussed. J. M. Alexander 


648. Pancreatic Atrophy in Infants with Fatty Liver. 
[In English] 

P. H. Hartz. Documenta Neerlandica et Indonesica de 
Morbis Tropicis [Docum. Neer. indon. morb. trop.) 1, 
41-49, March, 1949. 6 figs., 17 refs. 


Recent work on kwashiorkor and fatty liver disease has 
demonstrated the presence of pancreatic atrophy, which 
has been attributed to dietary deficiency and is considered 
to precede the hepatic changes. In the present investiga 
tion the pancreas was studied in 14 infants in whom 
advanced fatty infiltration of the liver was found at 
necropsy. In only one of these had the fatty liver 
syndrome been observed during life. In all of them 
advanced acinar atrophy was found, with a preponderance 
ofintercalated ducts. Theisletswerenormal. Advanced 
atrophy was not found in control cases, but slight and 
moderate changes occurred in some. The absence of 
the syndrome of fatty liver disease in cases in which 
advanced pancreatic changes were seen suggests that the 
initial lesion of the syndrome is in the pancreas and that 
the infiltration of the liver takes place because of 
pancreatic dysfunction. J. L. Markson 
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ALLERGIC DISORDERS 


649. Treatment of Attacks of Bronchial Asthma with 
Succinic Acid. (Tratamiento de las crisis de asma 
bronquial con el succinico) 

L. HERRAIZ BALLESTERO and O. HAUVILLER. Prensa 
Medica Argentina [Prensa med. argent.] 36, 1059-1065, 
June 10, 1949. 13 refs. 


The injection of succinic acid intravenously or intra- 
muscularly alleviates an attack of bronchial asthma. 
The required dose varies between 40 and 150 mg., 
repeated small doses being more effective than a single 
large dose. In 50% of cases the effect is immediate and 
maintained for some 3 hours. Besides a lessening. of 
dyspnoea, the pulse rate returns to normal, orthopnoea 
decreases, and rhonchi disappear. In stubborn cases 
the dose is repeated 3-hourly unless a paradoxical effect 
is produced, consisting of an alarming worsening of 
the dyspnoea due to either a toxic effect of, or an idio- 
syncrasy to, the drug, and seen only in cases of very 
intense dyspnoea. René Méndez 


650. The Specificity of Blocking Antibody Induced by 
Grass Pollen Extracts 

J. D. L. FirzGeraLp and W. B. SHERMAN. Journal of 
Allergy [J. Allergy] 20, 286-291, July, 1949. 16 refs. 


Sites on the skin of the back of a normal subject were 
sensitized and serum—pollen mixtures injected into the 
sites to test for blocking antibodies in the blood of 12 
patients with hay-fever before and after treatment with 
extracts of timothy grass, June grass, or orchard grass. 
Of these, 7 developed blocking antibody against all 
three grasses; the others did not, but all acquired 
good protection against hay-fever. In 6 patients with 
other forms of allergy and in whom skin reactions to 
grass were negative, a positive reaction to skin testing 
and to blocking antibody was induced without any 
clinical symptoms. One normal person who received 
massive doses of grass-pollen extract also developed 
antibody blocking against related grasses, but response to 
the skin test remained negative. H. Herxheimer 


651. The Response of Eosinophils in the Guinea Pig to 
Sensitization, Anaphylaxis and Various Drugs 

M. SamTer. Blood [Blood] 4, 217-246, March, 1949. 
4 figs., bibliography. 

The author reviews the history of the study of the 
eosinophilic polymorphonuclear leucocytes and of 
their relation to anaphylaxis and reports a series of 
Observations on eosinophilia in the guinea-pig after 
sensitization with different antigens. This eosinophilic 
response was found to vary with the nature of the antigen 
and also as between individual guinea-pigs in any group 
tested, and in some cases was not affected by the admini- 
151 
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stration of certain antihistaminic drugs, even though they 
abolished anaphylactic symptoms. The severity of 
the anaphylactic symptoms did not influence the degree 
of eosinophilia. The injection of histamine caused a 
distinct eosinophilia in sensitized animals, whereas 
heparin had little effect and adenosine none. In attempt- 
ing to correlate the degree of eosinophilia in the bone 
marrow, blood, and lung tissue of sensitized animals 
suffering from anaphylactic shock, the wide variations in 
the eosinophil count in the bone marrow of both sensi- 
tized and normal animals must be remembered. It was 
thought that there was a definite correlation between 
the number of eosinophils present in the blood and 
that in the lungs, but this observation permits only of 
limited conclusions. The author discusses the factors 
that may be responsible for discrepancies in the inter- 
pretation of eosinophilic responses, and in particular the 
nature of the antigen, the mode of its administration, 
and the special characteristics of the species concerned. 

John F. Wilkinson 


652. Vitamin Therapy of Allergic Conditions. (Vit- 
aminothérapie des manifestations allergiques) 

R. Lecog, P. CHAUCHARD, and H. Mazoug. Inter- 
nationale Zeitschrift fiir Vitaminforschung [Int. Z. 
Vitaminforsch.] 21, 26-44, 1949. 16 refs. 


With the help of chronaximetry, minimal allergic 
manifestations associated with nervous disturbances may 
be demonstrated. In experiments on guinea-pigs and 
rats the authors showed that not only hormones but also 
certain vitamins appear to modify the conduction and 
transmission of nervous impulses. Acetylcholine and 
histamine are both concerned in the production of 
anaphylactic shock. Vitamins C, D, P, and to a lesser 
extent vitamin A, exert an antagonistic effect on acetyl- 
choline and histamine. Thus these experiments tend to 
confirm the clinical observation that vitamins may 
occasionally be useful in the treatment of allergic 
manifestations. Z. A. Leitner 


653. Spirographic Study of the Attack of Bronchial 
Asthma. I. Indices of Elasticity and of Pulmonary 
Ventilation. (Estudio espirografico del ataque de asma 
bronquial. 1° Indices de elasticidad y ventilacién 
pulmonar) 

L. HERRAIZ BALLESTERO. Prensa Médica Argentina 
[Prensa méd. argent.] 36, 1538-1553, Aug. 12, 1949. 
8 figs., 29 refs. 


The spirometric study of 15 patients during an attack 
of asthma and during free intervals leads to the 
conclusion that asthmatics frequently have a diminished 
vital capacity which decreases further during the attack, 
but not in proportion to the degree of dyspnoea. Great 
dyspnoea can exist with minimum loss of vital capacity. 
The first fraction to be affected is the supplemental air, 


| 
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then the tidal air, and lastly the complemental air. 
Shift of the maximal respiratory level and progressive 
retarding of respiration—characteristics of an obstruc- 
tive emphysema—are infrequent during an asthmatic 
attack except in severe cases. Owing to the reflex 
control of respiratory rate, the minute volume in deep 
breathing is not as good an index of pulmonary elasticity 
as the vital capacity. The minute volume usually rises 
during an attack owing to the decrease in volume of the 
tidal air and the increase in the respiratory rate. The 
maximum respiratory volume and respiratory reserve 
are appreciably reduced in asthmatics, and decrease 
further during an attack. Indices of elasticity and 
ventilation indicate a dominant congestion, partial 
obstruction, but sufficient ventilation during an attack 
of asthma. ‘René Méndez 


METABOLIC DISORDERS 


654. Individual Metabolic Patterns, Alcoholism, Geneto- 
trophic Diseases 

R. J. Wiiitams, L. J. Berry, and E. BEERSTECHER. 
Proceedings of the National Academy of Sciences, Wash- 
ington [Proc. nat. Acad. Sci., Wash.) 35, 265-271, June, 
1949. 5 figs., 6 refs. 


The authors, who claim that the tendency to consume 
alcohol is genetically controlled, have studied the alcohol 
consumption of rats when offered a choice between water 
and 10% alcohol. They found that individuals vary in 
response. Some rats had their alcohol appetite abolished 
by a diet rich in the known B vitamins; in others it was 
abolished by anti-pernicious-anaemia factor or by linseed 
oil. 

As regards alcoholism in human beings, the theory is 
advanced that the alcoholic craving which develops in 
compulsive drinkers constitutes a perverted appetite 
arising as a result of one or more dietary deficiencies. 
‘These deficiencies, it is suggested, develop not because of 
failure to eat an adequate diet, but because “* the genetic 
patterns of these individuals are conducive to the 
development of crucial deficiencies’. The term 
* genetotrophic disease’ is proposed for those condi- 
tions arising fundamentally from a nutritional deficiency 
which is based on a genetically controlled augmented 
requirement. Alcoholism is claimed as an example of 
such a disease. C. L. Cope 


655. Studies of Coproporphyrin. I. The per Diem 
Excretion and Isomer Distribution of Coproporphyrin in 
Normal Human Urine 

C. J. Watson, V. HAWKINSON, S. SCHWARTZ, and D. 
SUTHERLAND. Journal of Clinical Investigation [J. clin. 
Invest.) 28, 447-451, May, 1949. 1 fig., 14 refs. 


The total urinary coproporphyrin excretion and the 
relative proportions of the types I and III isomers in 
24-hour urine samples were determined in 53 normal 
_ healthy adults of both sexes by methods described by the 
authors in a previous paper (J. biol. Chem., 1947, 168, 
133). The total quantity of coproporphyrin excreted in 
the 24 hours ranged from 17 to 99 yg., with an average 
of 55:2+2°87 yg. There was a preponderance of the 
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type I isomer. Urine samples from 9 male Subjects 
studied in 1946 contained from 58 to 82% of the type Ij 
isomer, the value for total urinary coproporphyrin being 
normal, whereas samples from a second group of || 
studied in 1948 contained from 56 to 88% of type | 
isomer. The authors suggest that the change in ratio 
may have been due to a change in the water supply, 


K. Black 


656. Studies of Coproporphyrin. II. An Investiga- 
tion of the Contribution to the Urinary Coproporphyrin of 
Hemoglobin and of Bacterial Metabolism in the Intestinaj 
Tract 

E. A. LARSON and C. J. Watson. Journal of Clinical 
Investigation [J. clin. Invest.) 28, 452-464, May, 1949, 
7 figs., 42 refs. 


Studies in dogs have shown that a milk diet is associ. 
ated with a higher urinary and lower fecal copropor- 
phyrin excretion than a diet composed of milk and pre- 
pared (kibbled) dog food. The total amount of copro- 
phyrin excreted is approximately the same, and the 
interpretation is favored that the hepatic coproporphyrin 
excretory function or the bile flow, or both, are relatively 
diminished on a milk diet. 

No evidence was obtained either in dogs or humans, 
with normal or impaired liver function, of an absorption 
of coproporphyrin from the intestine and excretion in the 
urine, following the feeding of blood or raw meat, or 
spontaneous gastrointestinal haemorrhage. Increases 
were commonly encountered in the feces in such experi- 
ments, but in instances where the porphyrin was identified 
it was shown to be the type I rather than the type II 
isomer. 

No evidence was obtained in human experiments for the 
absorption from the intestine and excretion in the urine 
of fed coproporphyrin I or III. This was true in indi- 
viduals with markedly impaired as well as normal liver 
function. The bulk of the fed porphyrin was recovered 
in the feces. Any small fractions that may have been 
absorbed were either metabolized or re-excreted in the 
bile. 

A variety of bacterial strains, in pure culture, were 
found to synthesize both protoporphyrin 9 (type II) 
and coproporphyrin III. This synthesis did not proceed 
on artificial media of the Gladstone type, but required 
substances, presumably of protein character or origin, 
present in broth. The synthesis of porphyrins proceeded 
in broth media which did not contain demonstrable 
hemoglobin or heme pigments.—[{Authors’ summary] 


657. Studies of Coproporphyrin. III. Idiopathic Copro- 
porphyrinuria; a Hitherto Unrecognized form Character 
ized by Lack of Symptoms in Spite of the Excretion of 
Large Amounts of Coproporphyrin 

C. J. Watson, S. SCHWARTZ, W. SCHULZE, L. O. JACOB 
SON, and R. ZAGARIA. Journal of Clinical Investigation 
[J. clin. Invest.] 28, 465-468, May, 1949. 15 refs. 


Although it is well known that acute porphyria may 
remain latent and symptomless for long periods, it has 
been generally assumed that the formation and excretion 
of large amounts of coproporphyrin is regularly associated 
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with symptoms, usually abdominal or nervous. In this 
paper 2 cases are reported of massive and persistent 
coproporphyrinuria which was entirely symptomless; 
there was no evidence in either case of heavy metal or 
drug poisoning or of liver disease. In the authors’ view 
the condition should for the present be described as 
symptomless idiopathic coproporphyrinuria, the term 
porphyria being reserved for cases in which porphyrins 
of the uroporphyrin type are found. In the first case, 
that of a male chemist aged 26, there was a: doubtful 
history of exposure to heavy metals and chemicals. 
Careful studies of several members of his family yielded 
no evidence of any disturbance of porphyrin metabolism. 
The second patient, a negro labourer aged 31, was ad- 
mitted to hospital with mild diphtheria; the high por- 
phyrin excretion persisted, however, after the diphtheria 
had been cured. 

In both cases the increase was found to be of the 
type III coproporphyrin isomer. The amount in the 
urine was considerably larger than is usually found in 
lead poisoning and the amount in the faeces was 10 to 
20 times that in the urine, this being quite unlike the ratio 
in chronic lead poisoning in which considerably more 
coproporphyrin type III is found in the urine than in the 
faeces. In neither case did the urine contain porpho- 
bilinogen or uroporphyrin. Porphyrin was not demon- 
strable in the blood stream or plasma and the erythrocyte 
protoporphyrin content was not significantly raised. 
The significance of such cases is discussed in relation to 
studies of normal urinary coproporphyrin from pooled 
urine samples and to the symptomatology of lead poison- 
ing. It seems that coproporphyrinuria, although usually 
secondary to a variety of disturbances, can occasionally 
exist as an inborn error of metabolism, differing funda- 
mentally from ordinary porphyria in which uroporphyrins 
or uro-type porphyrins are also found. K. Black 


658. The Hydropic and Cardiovascular Forms of Beri- 
Beri and their Origin. Animal Experiments on the 
Aetiology of Beriberi. (Ober die hydropische und 
kardiovasculare Form der Beriberi und ihre Entstehung. 
Tierexperimentelle Untersuchungen zur Atiologie der 
Beriberi) 

H. LucKNer and K. Scrispa. Deutsches Archiv fiir 
Klinische Medizin [Dtsch. Arch. klin. Med.| 194, 396- 
433, 1949. 5 figs., bibliography. 


Young rats weighing 55 to 65 g. were given diets 
deficient in vitamin B and in protein, the deficiencies 
varying in degree in the 5 groups of 40 to 60 animals each, 
until they died at varying times up to 50 days. Their 
weights fell until shortly before death; they then rose 
because of water retention—oedema or ascites. The 
tats showed various nervous symptoms, paralysis and 
inco-ordination being prominent, and cardiovascular 
symptoms—pallor, cyanosis, dyspnoea, and dilatation of 
the heart, especially of the right side. The authors 
attribute the oedema to lack of protein, the nervous 
symptoms to lack of aneurin, and the cardiovascular 
ones to lack of both [a conclusion which is not apparent 
from the experimental evidence presented]. 

H. E. Magee 
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659. Relationship of Blood Sugar and Hypoproteinemia 
to Antibody Response in Diabetics 

M. G. WouL, S. O. Waire, S. GREEN, and G. B. CLOUGH. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 70, 305-307, Feb., 
1949. 2 figs., 4 refs. \ 


In this paper the authors follow up their earlier work, 
from which they concluded that the hypoproteinaemic 
patient has a poor antibody response. The response to. 
typhoid injections was observed in 64 diabetic patients; 
11 non-diabetic subjects served as controls. Diabetic 
patients with hypoproteinaemia were found to-give a 
poorer agglutinin response than did those with normal 
plasma protein concentrations. In a group of hypo- 
proteinaemic diabetics who were given a dietary supple- 
ment of lactalbumin hydrolysate or casein concentrate 
improvement in antibody formation was observed. 
The best response was obtained in out-patient diabetics 
with normal plasma protein levels, but these were not 
suffering from an active complication. The decreased 
capacity of diabetics to develop typhoid agglutinins has 
no relation to hyperglycaemia, but is believed to be 
related to hypoproteinaemia. C. L. Cope 


660. Clinical Manifestations of Intercapillary Glomeru- 
losclerosis in Diabetes Mellitus 
G. V. MANN, C. GARDNER, and H. F. Root. American 


Journal of Medicine [Amer. J. Med.| 7, 3-14, July, 1949. 
4 figs., 25 refs. ; 


This paper describes a group of 43 patients with diabetic 
intercapillary glomerulosclerosis observed in Joslin’s 
clinic during the years 1943-5; the special feature of the 
survey is the long period of previous observation in the 
clinic, which allows conclusions to be drawn about the 
importance of chronological age, duration of diabetes, 
and the effectiveness of diabetic control. In this series 
male patients were more numerous than female, in con- 
trast to most series. Nearly all the patients were under 
35, and the condition was uncommon over the age of 40; 
this was the case, even though the diabetic population 
from which the cases were drawn included many elderly 
people. The average age at onset of diabetes in the 
group was 15-8 years, and the average duration of diabetes 
at the first sign of renal disease was 14-8 years. As 
judged by insulin requirement, the preceding diabetes was 
severe. Faulty previous control of the diabztes was more 
common in the renal disease group than in the general 
diabetic population of the clinic. The earliest sign of 
renal disease was albuminuria, at first mild and transient 
but later permanent and massive. In the developed 
disease, albuminuria, hypertension, and retinitis were 
universal, while azotaemia, oedema, and hypoprotein- 
aemia were common but not invariable. Cholesterol 
levels in serum rose as renal disease became manifest, but 
the relation between these phenomena is not known. 
Microscopic haematuria was slight, and casts were of the 
hyaline type, with broad “ renal failure ’’ casts terminally. 
[Lipid casts are not mentioned.] The relation of this 
syndrome to nephrosclerosis in non-diabetic patients 
is discussed, and the two syndromes are for the present 
considered to be separate entities. D. A. K. Black 
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ELECTROCARDIOGRAPHY 


661. Electrocardiographic Changes in Patients Receiving 
Tetraethylammonium Chloride Intravenously 

R. W. Monto and J. W. Keyes. Journal of the Michigan 
State Medical Society [J. Mich. med. Soc.| 48, 593-596, 
and 606, May, 1949. 4 figs., 5 refs. 


The effect of the intravenous administration of tetra- 
ethylammonium chloride (T.E.A.C.), in doses of 400 mg., 
upon the electrocardiogram (standard axial and pre- 
cordial leads) was investigated in patients with hyper- 
tension (14), arteriosclerosis obliterans (1), and causalgia 
(1) and in 7 patients with no cardiovascular disease. 
Significant changes in the ST segment and in the T wave 
were noted in 4 cases, and details of 3 of these are given. 
To one patient, in whom no untoward effects were pro- 
duced by a first injection of T.E.A.C., a second injection 
was given some days later, followed by the intravenous 
injection of 2 minims (0-12 ml.) of 1 in 2,600 adrenaline. 
Almost immediately there was loss of consciousness with 
apparent cardiac arrest. The electrocardiogram showed 
nodal rhythm with coupling and ST depression in leads II, 
III, V3, and V;. Normal sinus rhythm returned in about 
15 minutes. In 2 cases of hypertensive disease no 
significant change in pulse rate accompanied the definite 
fall in blood pressure which followed the administration 
of T.E.A.C. Only 4 of the patients with cardiovascular 
disease showed a rise in heart rate of over 10 per minute 
after the T.E.A.C., whereas in all without cardiac disease 
there was an increase of at least 10 per minute. [The 
most interesting feature of this report is the dramatic 
response to adrenaline after T.E.A.C. This is a danger to 
which attention has already been drawn by Page and 
Taylor (J. Amer. med. Ass., 1947, 135, 348).] 

William A. R. Thomson 


662. The Semi-direct Lead of the Human Electrocardio- 
graph. Critical Observations and Proposals for the 
Unification of Nomenclature. (Die halbdirekten Ablei- 
tungen des menschlichen Elektrokardiogramms. Kriti- 
sche Bemerkungen und Vorschlage zur Vereinheitlichung 
der Nomenklatur) 

W. Brevu. Wiener Zeitschrift fiir Innere Medizin [Wien. 
Z. inn. Med.) 30, 192-204, May, 1949. Bibliography. 


A short historical survey is given of the development of 
precordial leads. The employment of unipolar (V) 
leads with Wilson’s central terminal is recommended. 
In addition to the usual 6 precordial leads, additional ones 
are recommended where necessary in order to diagnose 
small infarcts. Such additional leads are taken from 
corresponding points on the right anterior chest wall and 
from definite points at the back on either side, point 7 
being between the angle of the scapula and point 6, 
point 8 in the midscapular line, and point 9 at the verte- 
bral border. In cases of small lateral infarcts additional 
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leads from the 3rd, 2nd, and Ist intercostal spaces are 
advised, for which the designation X, Y, and 
respectively, is suggested. [This terminology, as well ag 
a suggested alteration in the location of point 1, would 
be likely to lead to confusion.] A. Schott 


663. Relationship between the Reduction in Coronary 
Flow and the Appearance of Electrocardiographic Changes 
R. WEcrIA, M. Secers, R. P. KEATING, and H. P. Warp, 
American Heart Journal (Amer. Heart J.) 38, 90-96, 
July, 1949. 3 figs., 7 refs. s 


Measurements of the changes in blood flow through a 
cannulated coronary artery and simultaneous electro- 
cardiographic recordings from the ischaemic area of the 
ventricular myocardium were made in 51 experiments 
after either partial or complete occlusion of the anterior 
descending coronary artery in 11 anaesthestized dogs, 
Of 16 experiments in which partial occlusion had 
reduced blood flow by from 10 to 36% for 5 to 15 minutes, 
no electrocardiographic changes were recorded in 15, 
and only slight change in the RST segment and T wave 
in one. Of 21 experiments in which partial occlusion 
had reduced blood flow by from 37 to 60% for 5 minutes, 
changes in the RST segment and T wave were noted in 
only 3. Of 11 experiments in which occlusion had 
reduced blood flow by from 71 to 100% for 5 minutes, 
changes in the RST segment and T wave were marked 
in every case. When electrocardiographic changes oc- 
curred they appeared within a minute of the occlusion and 
were maximal in 3 to 5 minutes: they were completely 
reversible, disappearing within 3 to 5 minutes of the 
termination of occlusion. William A. R. Thomson 


664. Observations on the Potential Variations of the 
Cavities of the Right Side of the Human Heart 

M. J. Kert and S. W. Hoosier. American Heart 
Journal (Amer. Heart J.| 38, 97-118, July, 1949. 10 figs., 
8 refs. 


Intracavitary electrocardiograms were recorded simul- 
taneously with lead V, in 15 patients in whom it was 
possible to obtain leads from the cavity of the right 
auricle and a lead from at least one point in the cavity 
of the right ventricle. From these studies it is concluded 
that in cases of right ventricular enlargement the large R 
wave represents activation of the free wall of the right 
ventricle. Notches or slurs in the upstroke of R are 
apparently due to activation of the septum from left to 
right and do not justify the conclusion that the right 
ventricle is activated abnormally late. In right bundle- 
branch block the initial R wave is due to activation of the 
septum from left to right. Although the duration of the 
intracavitary R wave may be of value in diagnosing 
conduction defects in the right branch of the bundle of 
His, its height is of little value. In normal subjects and 
in patients with left ventricular enlargement, early activa- 
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tion of the septum from left to right contributes to the 
R wave. In some normal subjects the difference in the 
time of activation of the two ventricles is greater than in 
others—a point which complicates the diagnosis of 
incomplete right bundle-branch block. 

William A. R. Thomson 


665. Electrocardiographic Patterns in Pneumothorax 
R. N. ARMEN and T. V. FRANK. Diseases of the Chest 
[Dis. Chest] 14, 709-719, June, 1949. 5 figs., 13 refs. 


In electrocardiographic tracings from the three 
standard limb leads and CF, in 20 cases of right-sided 
pneumothorax, the authors demonstrated right axis 
deviation in 8 cases, depression of QRS, in 8 cases, 
depression of P in one or more of the limb leads in 11 
cases, and flattening or depression of T, in 10 cases. 
There was never more than a minor degree of displace- 
ment of the heart to the left, as judged by radiology, and 
no correlation was noted between the degree of such 
displacement and the degree of right axis shift. In 20 
cases of left-sided pneumothorax the findings were more 
definite: the voltage of QRS, was lowered in 14 cases 
and there was a slight degree of right axis shift (unrelated 
to the amount of cardiac displacement) in 8, depression 
of P, in 4, depression or flattening of T, in 13, inversion 
of T in the chest leads (the inverted T waves being peaked, 
symmetrical, and with smooth shoulders bowed upwards 
—resembling coronary T waves) in 19, and flattening of 
T in the chest leads in the remaining case. Definite 
changes in QRS in the chest leads were found in all cases. 
All these tracings were taken with the patient in the 
supine position; in 3 cases of left-sided pneumothorax in 
which electrocardiograms were also taken with the 
patient in the right lateral, standing, and prone positions 
inversion of T was always present in one or other of the 
three chest leads (CF, CFy, CF;). In one case of 
artificial pneumopericardium there was no appreciable 
difference between electrocardiograms taken with fluid 
in the sac and with air in the sac. It is suggested that the 
probable causes of these electrocardiographic changes 
in pneumothorax are rotation of the heart and the 
presence of air between the heart and the chest wall. 

William A. R. Thomson 


666. Duration of the Q-T Interval in Normal Pregnant 
Women 

Z.H. BENJAMIN. American Heart Journal [Amer. Heart 
J.] 38, 119-122, July, 1949. 1 fig., 6 refs. 


Electrocardiograms, consisting of the three standard 
limb leads and CF,, and covering the entire period of 
gestation, were taken in 50 normal women. In all cases 
the length of the Q-T interval fell within normal limits. 
As measured by Taran’s modification of Bazett’s formula 

Q-T 
= —= =, where R-R is the cycle length, all 
QT. Vik cy’ gt 


corrected Q-T intervals were below the commonly 
accepted upper limit of 0-425. It is suggested that this 


may be of value in the diagnosis of active rheumatic 
carditis in pregnant women, the Q-T interval being used 
as one of the criteria of activity. 

William A. R. Thomson 
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667. A Study of Pericarditis in the Light of a Series 
Observed in Finland. I. Etiology and Pathogenesis of 
Exudative Pericarditis. [In English] 

M. SAviLAHTi. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 38, 52-69, 1949. 17 refs. 


In each of two series, one of 3,054 consecutive 
necropsies and one of 55,699 clinical reports, the author 
found 127 cases of serofibrinous or purulent pericarditis, 
the condition being discovered approximately 20 times 
more often post mortem than during life. Purulent 
pulmonary and pleural conditions were commoner 
causes of the disease than were rheumatic fever and 
tuberculosis. In all the groups, excluding the cases of 
rheumatism, pericarditis was more common in males 
by 3 to 2, and the average age of the patient was 
30 years. 

Whereas tuberculous pericarditis was usually diagnosed 
correctly during life, in other conditions the clinical 
manifestations of the primary disease often over- 
shadowed the pericarditis; in 80% of cases its presence 
had been unsuspected by the clinician, yet in many 
instances pericarditis was the most important necropsy 
finding. All cases of purulent pericarditis, for exampie, 
remained undiscovered until necropsy. No satisfactory 
conclusions could be drawn as regards the incidence of 
uraemic pericarditis and pericarditis following cardiac 
infarction. 

There was some evidence that inflammation reached 
the pericardium by continuity—from the myocardium in 
rheumatism and from the pleura in tuberculosis and 
possibly in carcinoma. Pericarditis due to carcinoma 
was 6 times commoner with tumours of the lung than 
with growths elsewhere. One case of actinomycotic 
pericarditis is reported. J. L. Lovibond 


668. A Study of Pericarditis in the Light of a Series 
Observed in Finland. I. Adherent Pericardium and 
Constrictio Cordis. Etiology and Clinical Significance. 
{In English] 

M. SAVILAHTI. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 38, 70-79, 1949. 23 refs. 


Adherent or thickened pericardium, often of minimal 
degree, was found post mortem at 59 out of 3,054 
necropsies. In 11 of 55,699 medical cases treated in 
hospital congestive heart failure was attributable to 
constrictive pericarditis. The disease occurred 3 times as 
often in men as in women. Adherent pericardium, 
without thickening, was often found post mortem when 
there had been no clinical history of pericarditis and, 
unlike constrictive pericarditis, seldom caused congestive 
failure, although the pericardium was always notably 
adherent to surrounding structures. Adherent peri- 
cardium was frequently of rheumatic origin, though 
about one-third of the cases were tuberculous. Of the 
cases of constrictive pericarditis, 5 out of 11 were 
associated with a fibrous polyserositis of unknown 
aetiology, and only two were of rheumatic origin. 

J. L. Lovibond 
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669. Pericarditis in Bacterial Endocarditis (with Reference 
to the Aetiology of Pericarditis) (OQ mepukapgutTax 
CenTHYeCKOM (Cc 3aMeyaHHAMH 06 
STHONOTHH 

L. M. MANDELSHTAM-VOLINSKAYA. 
Apxus [Terap. Arkh.] 21, No. 3, 34-43, May-June, 
1949. 14 refs. 


The necropsy material of the Kuibishev Hospital was 
analysed in an attempt to answer the following questions. 
How often does pericarditis complicate bacterial endo- 
carditis? Which type is involved? At what stage of 
the disease does pericarditis arise? What is its patho- 
genesis? Does pericarditis prevent the diagnosis of the 
underlying disease, and does it influence the length, 
course, and outcome of the underlying disease? 

The necropsy material consisted of 9,920 cases during 
the years 1934 to 1947, amongst which there were 341 
(3-4°%) cases of pericarditis, 223 (4:2%) in males and 
118 (2-6°%) in females. Of these, 256 were cases of acute 
pericarditis and 85 of chronic pericarditis. Most 
patients (143) were between 40 and 60 years of age. 
The pericarditis was tuberculous in 18-5%, uraemic in 
12-6%, rheumatic in 12:3%, pneumonic in 11-8%, 
septicaemic in 8-5%, due to myocardial infarct in 6-7%, 
due to a neoplasm in 5-5°%, due to bacterial endocarditis 
in 5% (17 cases) and due to other diseases in 19-4%. 
There were 90 cases of fibrinous, 77 of sero-fibrinous, 29 
of haemorrhagic, 48 of purulent, and 93 of adhesive 
pericarditis, and 4 miscellaneous cases. 

There were 9 women and 8 men amongst the 17 
patients with pericarditis complicating bacterial endo- 
carditis; 13 were cases of acute and 4 of chronic peri- 
carditis. Four cases were of fibrinous, 4 of sero- 
fibrinous, 3 of purulent, 2 of haemorrhagic, and 4 of 
adhesive pericarditis. Haemolytic streptococci were 
recovered from the:blood of 3 patients and Streptococcus 
viridans was found in one case. The pericarditis was 
due to acute bacterial endocarditis in 6 cases, and to 
chronic bacterial endocarditis in 11 cases. The mode 
of infection was thought to be either an embolism of the 
coronary arteries with infarction of the myocardium, or 
an ulcerative process starting from the endocardium and 
penetrating the myocardium, or lymphogenous and 
haematogenous spread of infection. The correct 
diagnosis was made in 46 cases out of the 344 cases of 
pericarditis, but in only 3 of the 17 cases in which it 
complicated bacterial endocarditis. Four case histories 
are given and the difficulties of arriving at a diagnosis of 
pericarditis in bacterial endocarditis are pointed out. 
The value of intrapericardial penicillin therapy is 
mentioned. N. Chatelain 


HEART 
670. The Action of Sodium Thiocyanate on Cardiac 


Output 

Z. M. Baca, R. CHARLIER, E. PHILIPPOT, and P. FISCHER. 
British Journal of Pharmacology and Chemotherapy 
{Brit. J. Pharmacol.] 4, 162-167, June, 1949. 22 refs. 


In view of the introduction of sodium thiocyanate for 
the treatment of hypertension in man, its effects on the 
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heart were studied in dogs under chloralose anaesthesia, 
Cardiac output, as calculated from the Fick Principle, 
was decreased by the intravenous injection of thiocyanate 
in 5 dogs out of 6. The heart rate was usually decreased 
but the arterial blood pressure did not change, indicating 
that vascular constriction had taken place. There was no 
obvious relation between dose and response: in one dog 
a dose of 15 mg. per kg. body weight of thiocyanate 
reduced the cardiac output to 53% of normal, whereas 
in another a dose of 160 mg. per kg. reduced the Output 
to 77% of normal. If the vagi were cut, or if the dog 
was atropinized, thiocyanate had no effect, while Cutting 
the vagi after the cardiac output had been reduced by 
thiocyanate increased the output. Injection of calcium 
thiosulphate mitigated the effect of thiocyanate. From 
these observations, together with others cited from the 
literature, it is concluded that thiocyanate exerts its 
action by increasing the response of the heart to vagal 
tone and, although the evidence obtained is indirect, it js 
assumed that this is effected through a sensitization of 
the heart muscle to potassium ions. Thiocyanate, there- 
fore, weakens the heart and the authors point out the 
dangers of using such a drug in the treatment of hyper- 
tension. They also recommend calcium as an antidote in 
thiocyanate intoxication. John R. Vane 


671. On the Mechanism by Which Intravenous Injec- 
tions of Hypertonic Glucose Solution Cause Increased 
Cardiac Output 

J. P. WALSH. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 498-504, May, 1949. 10 refs. 


What is the mechanism by which cardiac output 
increases after an intravenous injection of hypertonic 
glucose? The results of experiments on normal subjects 
and patients with heart disease seem to show that 
increased filling of the heart is not the operating factor 
since, although there was a significant rise in circulating 
blood volume after injection of hypertonic glucose, the 
rise in venous pressure was “ almost negligible”. In the 
absence of evidence that other factors are involved, the 
author assumes that glucose has a specific stimulating 
action on the myocardium, as the rise in blood glucose 
level after injection could be constantly correlated with 
the increase in cardiac output. It was also noted that 
glucose had a more lasting effect on diseased than healthy 
cardiac muscle. [These findings and those previously 
reported (Abstracts of World Medicine, 1950, 7, 54) seem 
to bring new experimental support for the old-established 
practice of using glucose in myocardial failure.] 

A. I. Suchett-Kaye 


672. Cardiac Complications in Spondylarthritis Anky- 
lopoietica. [In English] 

L. BERNSTEIN and O. J. BRocH. Acta Medica Scanii- 
navica [Acta med. scand.] 135, 185-194, 1949. 1 fig. 
19 refs. 


Cardiac complications, the occurrence of which is 
well known in patients with rheumatoid polyarthritis, 
are described in 292 males and 60 females with ankylosing 
spondylitis. In 59% of these 352 patients the spondylitis 
was advanced, 37% having had the disease for 10 years 


or lor 
45 ga 
cardic 
abno! 
| prolo 
| heart 
and, 
| Ca 
comp 
polya 
tend 
673. 
J. M. 
RING’ 
| Hear 
1949. 
In 
the r 
plasn 
_ ina 
inves 
to he 
a rar 
avers 
was 
0-93 
was, 
plasr 
thos 
shov 
cond 
674. 
Oxy 
in M 
R.J 
Pow 
Goo 
can 
8 fig 
27 p 
was 
desc 
judg 
Cor 
dete 
in v 
mixt 
sam 
Syste 
Satu 
flow 
fron 


HEART 157 


or longer. Attacks of iritis recurred in 70 patients, and 
45 gave a history of acute rheumatism. Clinical signs of 
cardiac disease were observed in 16 cases, and 11 of these 
patients had a history of acute rheumatism. Aortic 
disease was present in 6 patients, mitral disease in 4, 
and complete heart-block in 2. Electrocardiography 
was carried out in 190 patients (54%), of whcm 47 gave 
abnormal tracings. The most frequent abnormality was 
prolonged conduction time, and partial or complete 
heart-block was present in 29. Hypertension was rare 
and, when present, was not severe. 

Cardiac complications of ankylosing spondylitis are 
comparable to those present in chronic rheumatoid 
polyarthritis; they are primarily of rheumatic origin and 
tend to be benign in character. W. M. L. Turner 


673. Plasma Tocopherol Levels in Cardiac Patients 

J. M. LeMtey, R. G. GALE, R. H. FURMAN, M. E. CHER- 
RINGTON, W. J. DARBY, and G. R. MENEELY. American 
Heart Journal [Amer. Heart J.] 37, 1029-1034, June, 
1949. 4 figs., 14 refs. 


In view of the suggested importance of tocopherols in 
the nutrition of the heart, tocopherol concentration in 
plasma was determined by the method of Quaife et al. 
in a series of cases. Three groups of persons were 
investigated: 21 healthy young adults, 62 patients known 
to have cardiac disease, and 42 patients who constituted 
arandom sample of the hospital ward population. The 
average level of tocopherol in plasma of normal subjects 
was 1:09 mg. per 100 ml. and in the plasma of patients 
0-93 mg. per 100 ml.; this difference is significant. There 
was, however, no difference between the mean level in 
plasma of patients with cardiac disease and in plasma of 
those with other diseases, nor did the level of tocopherol 
show any correlation with the severity of the cardiac 
condition. H. E. Holling 


674. The Measurement of Coronary Blood Flow, 
Oxygen Consumption, and Efficiency of the Left Ventricle 
in Man 

R. J. BING, M. M. HAMMOND, J. C. HANDELSMAN, S. R. 
Powers, F. C. Spencer, J. E. ECKENHOFF, W. T. 
GooDALe, J. H. HAFKENSCHIEL, and S.S. Kety. Ameri- 
can Heart Journal [Amer. Heart J.| 38, 1-24, July, 1949. 
8 figs., 20 refs. 


The coronary sinus was successfully catheterized in 
27 patients, representing about 35% of those in whom it 
was attempted over a period of 2 years. The authors 
describe their technique and the criteria by which they 
judge whether the coronary sinus has been entered. 
Coronary sinus blood flow, representing mainly the 
blood flow through the left ventricular muscle, was 
determined by modification of the nitrous oxide method, 
in which the patient breathes a 15° nitrous oxide-air 
mixture until equilibrium has been reached and blood 
samples are taken from the coronary sinus and from a 
systemic artery during the subsequent period of de- 
Saturation. Then, assuming a partition factor of 1 
between heart muscle and blood, the coronary sinus blood 
flow per 100 g. of left ventricular muscle is calculated 
from the curves showing the rate of fall of nitrous oxide 


concentration in coronary sinus and arterial blood 
during desaturation, by the method of Kety and 
Schmidt (Amer. J. Physiol., 1945, 143, 53). From the 
differences between arterial and coronary sinus blood 
oxygen levels the authors then estimated oxygen consump- 
tion per 100 g. of ventricular muscle and derived values 
for total left ventricular oxygen consumption, work 
done, and efficiency, making certain assumptions the 
validity and reliability of which they discuss. 
Investigations were carried out on 4 normal subjects, 
3 patients with post-operative anaemia, 5 with hyper- 
tension, 5 with coarctation of the aorta, 7 with congestive 
cardiac failure, and one each with aortic stenosis, aortic 
valvular insufficiency, arterio-venous aneurysm, hyper- 
thyroidism, and coronary insufficiency with my dcardial 
infarction. In hypertension the oxygen consumption 
and percentage oxygen extraction were lower than 
normal. In coarctation and congestive cardiac failure, 
both values were increased. Anomalous low values for 


‘coronary flow, oxygen consumption, and percentage 


oxygen extraction were obtained from the patient with 
myocardial infarction, it being suggested in explanation 
that coronary sinus blood in this case contained blood 
which had perfused scar tissue and hence had a higher 
oxygen content than expected. The results are fully 
tabulated. A. S. Dixon 


675. On the Mode of Formation of Lambl’s 
Excrescences and their Relation to Chronic Thickening of 
the Mitral Valve. 

F. R. MaGarey. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 61, 203-208, April, 1949. 22 figs., 11 
refs. 


At the Welsh National School of Medicine, 250 mitral 
valves were examined at necropsy in a series of cases from 
which only those of active rheumatic or bacterial endo- 
carditis were excluded. 

Lambl’s excrescences were not found in subjects less 
than one year old and became increasingly common with 
age, being present in every patient over 60. This is a 
point against their being of congenital origin. The 
excrescences can be seen when the valves are examined 
under water against a dark background with a hand 
lens. On the mitral valve they occur singly or in groups 
on the auricular surface, chiefly along the line of closure. 
Shape varies, but they are usually fusiform and 5 or 10 
mm. in length. They occur on apparently healthy valves, 
but are more numerous on vascularized and thickened 
cusps. The excrescences have a fibrous core with 
elastin and are covered by endothelium. Deposits of 
fibrin were also seen in 7% of all cases and more fre- 
quently on damaged cusps. These also lay along the 
lines of closure and varied in size; some were in the 
process of organization. (Perhaps this may be a 
mechanism leading to thickening of the cusp.) Some of 
the fibrin deposits had lifted at one end and were under- 
going organization. This is probably the way in which 
Lambl’s excrescences are formed. Possibly the progres- 
sive organization of fibrin in rheumatic carditis leads to 
formation of rheumatic nodules on the cusps and later to 
stenosis of the mitral valve. Peter Harvey 
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676. The Effect of Sympathetic Stimulation on Auricular 
Flutter 

D. ScHERF. American Heart Journal [Amer. Heart J.] 
37, 1069-1080, June, 1949. 7 figs., 17 refs. 


From 14 or more dogs weighing between 5 and 12 kg., 
sternum and adjacent parts of ribs were removed whilst 
they were under “ nembutal” anaesthesia. The right 
vagus nerve was cut in the neck, and the sympathetic 
chain at the level of the pulmonary hilus; the cardiac 
sympathetic branches were dissected out. The nerves 
were placed on a shielded electrode and stimulated for 
10 or 15 seconds with a strong faradic current from a 
Cambridge inductorium. Aconitine, 0-05 ml. of 0-05% 
solution, was injected about the sinus node subepi- 
cardially or into the wall of the right or left auricular 
appendix. In other experiments the solution was 
applied to the abraded surface of the auricle. Whichever 
method was used, auricular flutter appeared within a 
minute. 
cardiographically and confirmed by the paradoxical 
increase in auricular rate which takes place in flutter 
when the right vagus nerve in the neck is stimulated. 

Before atropine administration, stimulation of the 
sympathetic nerves led to a marked acceleration of the 
auricular flutter, which sometimes changed into fibrilla- 
tion. Atropine changed the fibrillation back to flutter 
or slowed the flutter. After the injection of atropine, 
stimulation of the sympathetic nerves or the injection of 
adrenaline caused only slight acceleration of existing 
flutter, despite the appearance of marked typical changes 
in the RST segment. It is suggested that the greater 
effect of sympathetic stimulation before the injection of 
atropine is due to a reflex increase in vagal tone. 

H. E. Holling 


677. Hemodynamic Studies in Two Cases of Wolff— 
Parkinson—White Syndrome with Paroxysmal AV Nodal 
Tachycardia 

M. I. Ferrer, R. M. Harvey, H. M. WEINER, R. T. 
CATHCART, and A. COURNAND. American Journal of 
Medicine [Amer. J. Med.| 6, 725-733, June, 1949. 2 
figs., 15 refs. 


In 2 patients with the Wolff—Parkinson—White syn- 
drome the intracardiac, venous, and peripheral arterial 
pressures were electrically recorded simultaneously with 
electrocardiograms during phases of‘aberrant conduction 
and during paroxysmal tachycardia (rates of 187 and 178 
a minute). Records with an intracardiac lead proved 
that the paroxysm was nodal. The cardiac output, 
blood pressure, and peripheral resistance were unchanged 
50 minutes after the onset of a paroxysm induced by 
catheterization, the stroke volume being very small. 
There was temporary tricuspid insufficiency during the 
attack. Haemodynamics were normal during aberrant 
conduction when there was no paroxysm. In one case, 
in which the electrocardiogram showed complexes 
resembling those of left bundle-branch block there was 
considerable delay in left ventricular contraction and 
slight delay in right ventricular contraction as judged by 
the duration of the interval between the beginning of 
QRS and the onset of left and right ventricular systole 


The diagnosis of flutter was made electro- - 


respectively. In the other case, in which the electro. 
cardiogram resembled that of right bundle-branch block, 
both ventricular systoles were delayed, with little 
asynochronism. The findings suggested that pre- 
excitation occurred by abnormal conducting pathways 
that depolarized the ventricles via their muscle mass, 
conduction through muscle being slower than that 
through the Purkinje network. Paul Wood 


678. Treatment of Repeated Embolism in Mitral 
Stenosis by Long Term Administration of Dicumarol 

I. IMBpeR and H. MAGENDANTZ. Bulletin of the New 
England Medical Center [Bull. New Engl. med. Center] 11, 
151-158, Aug., 1949. 1 fig., 14 refs. 


679. Myocardial Infarction and Sudden Deaths Follow- 
ing the Administration of Pitressin; Additional Electro- 
cardiographic Study of 100 Patients Given Pitressin for 
Cholecystography 

M. D. Mitts, H. B. BuRCHELL, R. L. PARKER, and 
B. R. KirKuin. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.) 24, 254-258, May 
1949. 2 figs., 7 refs. 


Pitressin is a powerful vasoconstrictor, particularly of 
the coronary arteries. As a diagnostic adjunct (in the 
water test for epilepsy or Ruskin’s test for coronary 
insufficiency), it should be employed with the utmost 
discretion. The authors report two instances of pro- 
longed myocardial ischaemia, one of which proved fatal, 
and 2 sudden deaths after the drug had been given as an 
aid in clearing the bowel of gas before cholecystography. 
Electrocardiograms taken during the height of the 
systemic effects revealed no significant abnormalities in 
100 patients who underwent the procedure, | ml. pitressin 
containing 10 pressor units being used. The majority 
of these patients had normal blood pressure and the 
average age was 49-2 years. T. Semple 


680. Plasma and Blood Infusion Following Myocardial 
Infarction 

J. J. Sampson and I. M. SINGER. American Heart 
Journal [Amer. Heart J.] 38, 54-68, July, 1949. 6 figs., 
15 refs. 

Acute myocardial infarction may be followed by a 
shock-like state of pallor, sweating, and hypotension, 
the severity of which is not related to the degree of myo- 
cardial infarction, or of congestive failure. The hypo- 
tension itself may be harmful in that it reduces irrigation 


- of the remaining coronary bed and may produce relative 


anoxia of the brain or kidneys. Eleven patients with 
repeated myocardial infarction were given small blood or 
plasma transfusions on one or more occasions. Out of 
a total of 23 infarctions, 18 were treated by transfusion; 
in 11 cases the patient responded, but in 7 the patient 
died. Three other patients died suddenly after recovery 
from “shock”, leaving one survival in the series. 
Response to transfusion was judged by the effect on blood 
pressure. There was evidence in some cases that further 
transfusion might have averted death; on the other hand 
the death of one patient, who had a high venous pressure, 
was probably hastened. A. S. Dixon 
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681. A Clinical Study of Subacute Bacterial Infection 
Confined to the Right Side of the Heart or the Pulmonary 
Artery 

P.S. BARKER. American Heart Journal [Amer. Heart J.] 
37, 1054-1068, June, 1949. 42 refs. 


The histories of 5 cases of subacute bacterial infection 
confined to the right side of the heart and the pulmonary 
artery are given, with tables showing the relevant findings 
in 36 such cases reported in the literature. On the basis 
of these results the clinical picture of the condition is 
defined. 

In less than 4% of patients with subacute bacterial 
endocarditis the infection is confined to the right side of 
the heart, though in patients with a patent ductus 
arteriosus the infection may be confined to the ductus and 
the pulmonary artery. The four cardinal features of 
infective endocarditis—evidence of a valvular or con- 
genital heart lesion (found in 73% of cases), fever (found 
in 100°¢ of cases), embolic phenomena (found in 82% of 
cases) and a positive blood culture (found in 62% of 
cases)—are also present when the condition is confined 
to the right side of the heart, but blood cultures are more 
frequently sterile, and embolic phenomena in the systemic 
circulation are rarer, though pulmonary emboli may 
occur. Consequently, greater®diagnostic significance 
must be attached to the other features of the disease such 
as enlargement of the spleen, petechiae, anaemia, leuco- 
cytosis, and evidence of renal involvement. 

H. E. Holling 


682. Some Questions of Pathogenesis, Clinical Features, 
and Treatment of Subacute Bacterial Endocarditis. 
(Hexotroppie Bompocb! naToreHe3a KJIMHHKH eveHHA 
NomOcTporo CenTHYeCKOrO 

M. I. Teopori. Meguunua [Klin. Med., 
Mosk.] 27, No. 6, 26-35, June, 1949. 24 refs. 


The author discusses the relation between rheumatic 
and septic endocarditis. One group of observers 
(headed in the Soviet Union by Abrikosov) regard these 
as separate entities while the other group, following 
Strazhesko, consider them as fundamentally the same 
disease, the former type being that occurring ina sensitized 
subject and the latter that occurring in one with lowered 
or absent resistance. The supporters of this second 
theory base their arguments on the following data: 
(1) the frequency (35 to 80%) with which old rheumatic 
lesions are found in subacute bacterial endocarditis; 
(2) the finding of fresh rheumatic granulomata in the 
myocardium in cases of septic endocarditis; (3) the 
existence of intermediate forms; (4) the absence in 
subacute bacterial endocarditis of leucocytosis, purulent 
foci, or other signs of reactivity, that is, the presence of 
anergy. The author does not agree with this view. He 
holds that the presence of fresh granulomata is no proof 
of the identity of the two diseases, but merely of the 
possibility of one supervening on the other; further, that 
this very finding precludes the existence of anergy. 

He then analyses the clinical findings in 32 cases of 
subacute bacterial endocarditis in the post-war period. 


He finds that his cases manifest the following peculiarities, 
compared with earlier observations: (1) the disease 
frequently develops in previously unaffected valves; 
(2) there is greatly increased involvement of the blood 
vessels, with a hyperergistic reaction of the vessels; 
(3) the kidney is frequently involved, with diffuse 
glomerulonephritis often leading to renal insufficiency; 
(4) severe cardiac insufficiency frequently develops. 

Penicillin, in doses of 800,000 to 1,000,000 units a day, 
to maintain a concentration in the blood of 0-8 to 1-0 unit 
per ml., leads, as a rule, to remission lasting for 6 to 8 
months, and in certain cases to complete quiescence of 
the disease process. Under the influence of such treat- 
ment there is not only a change in the outcome and 
duration of the disease, but reparative processes may be 
observed in the valves, with organization of the poly- 
pomatous granulations and disappearance of micro- 
organisms. 

[With the larger doses now employed in Britain the 
author might have seen even better results. He does not 
mention the duration of treatment; some of his patients 
received 8 million units in all, which is quite inadequate, 
while others received 400,000 to 800,000 units daily for 
30 to 50 days. One was given five courses totalling 
65-5 million units.] L. Firman-Edwards 


683. Penicillin and “ Supronal ’’ in Treatment of Sub- 
acute Bacterial Endocarditis. (Klinische Erfahrungen 
mit Penicillin und Supronalum in der Behandlung der 
subakuten bakteriellen Endokarditis) 

K. Hetnricn. Zeitschrift fiir die gesamte Innere Medizin 
(Z. ges. inn. Med.) 4, 419-423, July, 1949. 47 refs. 


Penicillin resistance of bacteria may be markedly 
lowered both in vitro and in vivo by the simultaneous 
administration of sulphonamides. Experimental evi- 
dence suggests that a synergistic action between the two 
exists, and premedication’? with sulphonamides 
causes a notable increase in penicillin sensitivity. A series 
of 24 cases of subacute bacterial endocarditis were 
treated with both penicillin and the sulphonamide 
combination ‘“supronal”’ (sulphamerazine—‘mar- 
badal’’). Six patients were ambulant on admission and 
of these five have remained free from relapses for periods 
between one and two years. The treatment had little 
influence on embolic complications, but especially good 
results are claimed in two cases complicated by acute 
septic pancarditis. Harold Jarvis 


684. The Morphology of Subacute Bacterial Endo- 
carditis Treated with Penicillin. (O mopdonoruu noz- 
ocTporo cenTHYecKoro meyeHHOrO 


L. Y. GERSHANOVICH-PALEES. KnuHuyeckan MequunHa 
[Klin. Med., Mosk.| 27, No. 6, 35-45, June, 1949. 4 figs., 
3 refs. 


This is an account of morbid anatomical investiga- 
tions in 38 cases of subacute bacterial endocarditis 
coming to necropsy after treatment with penicillin, and 
in 10 cases not so treated. Of the 38, 10 showed changes 
at necropsy differing in marked degree from the usual 
ones found in this disease [presumably before the intro- 
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duction of penicillin treatment]. Dosage in this group 
appears to have been lower than that now employed— 
200,000 to 500,000 units a day, in one case for only 
15 days. In 20 other cases the changes were different 
from those in the untreated cases, but the difference was 
not so marked as in the first group. In the 8 remaining 
cases there was no difference. 

Of the whole series of 48 cases of endocarditis 29 
showed lesions of the aortic and mitral valves, 12 of the 
aortic alone, and 6 of the mitral alone, while in one case 
aortic, mitral, and tricuspid valves were all affected. In 
41 cases there were previous rheumatic lesions: 25 of 
the aortic and mitral valves, 9 of the mitral alone, 1 of 
the aortic alone, 1 of the tricuspid alone, and 5 of all 
three valves. 

The differences in pathological changes in the penicillin- 
treated cases consisted of the destruction of organisms 
in the lesions and resolution and organization of the 
deposits on the valves with scar formation, leading in 
some cases to perforation. The author considers that 
earlier treatment should prevent development of such 
large valvular lesions and subsequent perforation. The 
tendency of the patient recovered from this condition to 
respond to any infection by developing an endocarditis 
may lead to a recrudescence of the disease. 

L. Firman-Edwards 


685. The Serological Findings in Abacteriaemic Infec- 
tive Endocarditis. (Les particularités sérologiques des 
endocardites infectieuses abactériémiques) 

H. Coumet, A. CAMELIN, J. BASTIEN, and H. MaArc- 
ANTOINE. Archives des Maladies du Coeur et des Vais- 
seaux [Arch. Mal. Coeur] 42, 414-417, April, 1949. 
15 refs. 


These papers describe the results of serum electro- 
phoresis and the thymol-turbidity test respectively in cases 
diagnosed clinically as subacute bacterial endocarditis 
but in which the blood culture was consistently negative. 
In both tests marked differences were found between 
cases with a positive blood culture and those in which 
culture was negative. In the latter a marked increase in 
the gamma-globulin fraction and in the incidence of 
positive flocculation reactions was found. The abacteri- 
aemic cases responded poorly to penicillin and positive 
Wassermann reactions, which were not regarded as due to 
syphilis, were common. [The absence of protocols and 
any reference to the temperature, leucocyte count, or 
erythrocyte sedimentation rate makes evaluation of these 
observations difficult.] D. Verel 


686. A Study of the Serum Proteins in Subacute 
Bacterial Endocarditis. (Etude des protides de sérum 
sanguin dans les endocardites infectieuses subaigués) 
E. DonzeLtot, H. KAUFMANN, and J. E. EscaLte. 
Archives des Maladies du Ceur et des Vaisseaux [Arch. 
Mal. Ceur) 42, 405-413, April, 1949. 2 figs., 10 refs. 


687. Endocarditis Caused by Organism Morphologi- 
cally and Culturally Identified as C. diphtheriae 

B. ZHEUTLIN. Annals of Internal Medicine (Ann. intern. 
Med.) 31, 339-343, Aug., 1949. 1 fig. 
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688. Arterial Orthostatic Anemia. Some Aspects of 
Clinical Forms and Electrocardiographic Changes, {[y 
English] 

B. SJGGREN. Acta Medica Scandinavica [Acta med, 
scand.] 133, 45-54, 1949. 9 figs., 18 refs. 


In 2 cases sinus bradycardia developed when the patient 
stood for a few minutes. The blood pressure began to 
fall before the pulse rate decreased. There was no 
anaemia. In one case when the erect position was 
assumed the S and T waves were depressed. While the 
postural hypotension and sinus bradycardia, and pre. 
sumably the cardiac anoxaemia, were probably caused by 
vagal stimulation, the electrocardiographic changes may 
have been due to sympathetic stimulation. 

E. Neumark 


689. The Effect of Bilateral Stellate Ganglion Block on 
the Cerebral Circulation in Normotensive and Hyper- 
tensive Patients 

M. H. HARMEL, J. H. HAFKENSCHIEL, G. M. Austin, 
C. W. Crumpton, and S. S. Kety. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 415-418, May, 1949, 
14 refs. 


Stellate ganglion block has been used clinically in 
cases in which cerebral angiospasm was thought to be 
the cause of cerebral disorders. In 13 patients, some of 
whom had hypertension, the cerebral blood flow was 
measured before and after double stellate ganglion block, 
the nitrous oxide method being used. Clinically success- 
ful bilateral stellate ganglion block caused no significant 
difference in the cerebral blood flow. A. S. Dixon 


690. The Effects of Histamine on Renal Function in 
Hypertensive and Normotensive Subjects 

F. C. Reust and P. H. Futcuer. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 440-446, May, 1949. 
2 figs., 22 refs. 


The subjects of this investigation were 5 normal persons 
and 5 hypertensive patients. Renal function was 
measured by the para-aminohippurate and mannitol 
excretion tests, calculations from these results giving the 
** filtration fraction ’’ and the resistance of the afferent 
and efferent glomerular arterioles. In 3 subjects blood 
was obtained from the renal vein by catheter in the deter- 
mination of renal extraction of the test substances. 
Results are tabulated and discussed. There was no 
constant finding in either group. A. S. Dixon 


691. Effect of Sympathectomy on Blood Pressure ia 
Hypertension. A Review of Thirteen Years’ Experience 
at the Massachusetts General Hospital 

K. A. Evetyn, F. ALEXANDER, and S. R. Cooper. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 140, 592-602, June 18, 1949. 12 figs., 9 refs. 


From 1935 to 1947 approximately 400 patients were 
operated on for hypertension in the public wards of the 
Massachusetts General Hospital. Of these, 292 resided 
in the State of Massachusetts and were available for long 
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follow-up study. The first 35 of these patients had only a 
supradiaphragmatic operation and were not included in 
this review. The Smithwick lumbo-dorsal operation was 
carried out in 223, and 34 were operated on by different 
techniques aimed at producing a more radical resection 
of the sympathetic chain, The 34 cases in the last group 
were too recent to be included in this survey. From year 
to year there was an almost constant ratio of females to 
males of 1-8 to 1. The average age of the females was 
39-6, of the males 40-2 years; 70% were between 30 and 
50 years of age, but 18% were below 30 and 12% over 
50 years. In the early post-operative period postural 
hypotension was a pronounced feature, but this largely 
disappeared during the first year. For determination of 
the long-term effects of the operation, 100 patients were 
observed for a 5-year period (36 males and 64 females). 
Of these, 8 had a normal blood pressure and in 13 the 
pressure was significantly reduced at the end of the 
5 years, whereas 52 showed no significant reduction in 
blood pressure and 27 were dead. The results in the 
same 100 patients after 2 years had been rather better 
in that in 41 there was a favourable and in 59 an unfavour- 
able result. The second group of 100 cases followed up 
for 2 years was less satisfactory, a favourable result 
being obtained in only 35. It is thus clear that the 
value of sympathectomy in the relief of hypertension 
becomes less as the length of the follow-up period 
increases. C. Bruce Perry 


692. Does Urine Stasis have any Influence on the 
Development of Arterial Hypertension? [In English] 

F. RaascHou. Acta Medica Scandinavica [Acta med. 
scand.| 133, 31-44, 1949. 33 refs. 


Of a series of 312 necropsies carried out in the year 1946 
on cases with arterial hypertension, in only 33 were 
urological disorders also found. The diagnosis of 
hypertension depended on finding a blood pressure of 
more than 160 mm. Hg, or cerebral haemorrhage, or 
left ventricular hypertrophy without valvular lesion. 
Further material was provided by 7,000 necropsies in 
previous years. The average systolic blood pressure was 
about 158 mm. Hg. in 253 patients with hydro- 
nephrosis Or pyonephrosis, of an average age of about 62; 
the diastolic pressure was not significantly raised. As 
regards relative heart weight, obtained by calculating the 
absolute heart weight as a percentage of the ideal heart 
weight (1/182 of body weight), no marked differences 
were found between cases of hydronephrosis and pyo- 
nephrosis and those of arterial hypertension, but chronic 
pyelonephritis is occasionally complicated by arterial 
hypertension. The incidence of hypertension in hydro- 
nephrosis and pyonephrosis is lower than was originally 
supposed. E. Neumark 


693. Essential Hypertension. Laboratory Studies in 
Human Beings with Drugs Recently Introduced 
R. W. WiLkins, E. D. Freis, and J.R.STANTON. Journal 
of the American Medical Association [J. Amer. med. Ass.} 
140, 261-265, May 21, 1949. 8 figs., 21 refs. 


The authors studied the effects of veratrum viride in 
cases of essential hypertension [number not stated], the 
M—M 


drug being given orally as “ vertavis”’, a biologically 
standardized, stable preparation, and by injection as 
“veratrone’’. A considerable fall in blood pressure 
occurred within an hour, but the duration of the effect is 
not stated. Cardiac output never decreased with the 
fall in blood pressure, and sometimes increased. There 
was a transient fall in hepatic—portal blood flow and in 
renal blood flow after parenteral injection of the drug, 
but the antidiuretic effect did not occur after oral admini- 
stration. Reasons are given for concluding that, while 
veratrum viride acts through the nervous system, the 
effect of the drug cannot be fully explained by changes 
in sympathetic vasoconstriction or parasympathetic 
vasodilatation. 

Another drug studied was dihydroergocornine. This 
was found to cause a variable fall in blood pressure, 
sometimes negligible, sometimes profound. The action 
was entirely through sympathetic inhibition. Neither the 
cardiac output, nor the blood flow through kidney, liver, 
or limbs (as measured in the horizontal position), was 
reduced, apart from slight initial change. A footnote 
states that after long-continued oral administration of 
dihydroergocornine its hypertensive effect is lost. 

S. H. Cookson 


694. The Problem of Essential Hypertension in the Light 
of Present Views and Personal Observations. (Nadcié- 
nienie samoistne w $wietle dzisiejszych zapatrywan 
i w $wietle wlasnych spostrzezen) 

L. Tocuowicz. Przeglad Lekarski [Przeg. Lek.] 5, 
369-380, June 15, 1949. 4 figs., 26 refs. 


An extensive survey of contemporary views on arterial 
hypertension is made and personal observations after 
examination of 6,840 subjects are reported. The author 
stresses the point that in an urban population hyper- 
tension is not uncommon in boys and girls between 15 
and 20 years of age (24% of examined boys and 13% of 
girls had a systolic pressure above 130 mm. Hg). The 
statistical curve declined for both sexes, reaching the 
lowest level between the ages of 30 and 40, the incidence 
of hypertension being still markedly higher in men. 
After the age of 40 hypertension was almost twice as 
common in women as in men. This is attributed to 
endocrine changes during the involutional period. 
Various forms of hypertension are described and the 
following classification of stages in its development is 
suggested. (1) Anearly pre-hypertensive stage. (2) The 
reversible stage of neurogenic hypertension which still 
responds to drugs stabilizing the autonomic nervous 
system. (3) The continuous stage of humoral hyper- 
tension in which the endocrines and renal auto-intoxica- 
tion play the predominant part. J. T. Leyberg 


695. The Correlation Between Thyroid Function and the 
Incidence of Arteriosclerosis 

E. Kirk, M. Cuterri, and W. B. Kountz. Journal of 
Gerontology [J. Gerontol. 4, 212-217, July, 1949. 9 
figs., 8 refs. 


See also Abstracts of World Surgery, Obstetrics and 
Gynaecology, 1950, 7, 89. 
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696. Temporal Arteritis. Report of Seven Cases 
S. L. Kaye. Lancet [Lancet] 1, 1039-1042, June 18, 
1949. 9 refs. 


Seven cases of temporal arteritis are described. All 
patients had typical clinical signs with a prodromal phase 
of malaise and neuritic pains followed at an interval by 
focal signs and symptoms. Though the superficial 
temporal artery was more often affected, the occipital 
arteries were often involved as well. The overlying skin 
was red, the vessel thickened and tender, and there was 
intense pain over the side of the head; the patients had 
an almost characteristic tired and worn-out expression. 

Biopsy resection of the affected vessel was performed 
in 5 out of the 7 cases with speedy relief of pain; it is 
suggested that relief was due to local sympathectomy. 
Microscopical examination of the excised segments 
revealed a periarteritis with a giant-cell infiltration of the 
medial-adventitial junction, a more general infiltration 
with round cells and eosinophils, and often occlusion by 
superficial thrombus of the lumen of the vessel. 

In 3 of the cases there was permanent visual loss, and 
in another pericarditis was present, though it is pointed 
out that this latter lesion might have been due to a 
coronary thrombosis. The point is made that in these 
cases of temporal arteritis other vessels, particularly the 
occipital and fundal arteries, may also be affected. 
Pericarditis has not previously been described in associa- 
tion with this syndrome and it is suggested that it was 
due to involvement of a pericardial artery. 

J. B. Wilson 


697. Obstruction of the Superior Vena Cava: A Review 
of the Literature and Report of Two Personal Cases 

F. T. McIntire and E. M. Sykes. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 925-960, May, 1949. 
10 figs., bibliography. 


Obstruction of the superior vena cava is commonly due 
to malignant tumour or aneurysm, but in about one-third 
of the cases in the literature from 1904 to 1949 it was 
due to lymph-node enlargement of various kinds or 
to chronic mediastinitis. Clinically the syndrome 
consists of pain in the chest and dyspnoea, with hoarse- 
ness, dysphagia, drowsiness, and convulsions. Dilated 
veins are often visible in the upper part of the trunk, and 
are accompanied by oedema of the head, neck, and arms. 

The present report, in addition to a survey of 250 
cases from the literature, gives a full account of 2 cases 
due to chronic mediastinitis, with ample anatomical and 
radiological details and observations on “ diodrast ”’ 
visualization. G. F. Walker 


698. Clinical Studies on Twenty-one Cases of Coarcta- 
tion of the Aorta 

M. J. SHAPIRO. American Heart Journal [Amer. Heart 
J.] 37, 1045-1053, June, 1949. 6 figs., 11 refs. 


This report is based on cases of coarctation of the 
aorta seen by the author and studied for periods of up 
to ten years. Though the most significant diagnostic 
sign of coarctation is increase in blood pressure in the 
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arms with diminution in pressure in the legs, the j 
in pressure may not develop, and rib erosion may be 
absent, in young patients. Careful study of the back 
may reveal evidence of collateral circulation, and the 
finding of diminution in femoral pulsation may help to 
prevent the diagnosis being missed. Particular attention 
should be given to all patients with hypertension, aortic 
regurgitation, patent ductus arteriosus, and spontaneous 
subarachnoid haemorrhage, for it is amongst these 
groups that the diagnosis is most frequently missed, 
There does not appear to be a good correlation between 
the height of blood pressure in the arms and the degree of 
coarctation, nor does it appear possible to forecast jp 
which cases hypertension will develop. The so-called 
prominent aortic knuckle in the radiograph is really the 
enlarged subclavian artery. When erosion of the ribs 
occurs in a young subject it may be concluded that 
marked constriction of the aorta is present, but advanced 
coarctation may occur without evidence of erosion. 
Surgical treatment should preferably be carried out on 
patients between the ages of 10 and 20 years. Out of 
128 patients operated upon 20 died during or soon after 
Operation. For various reasons in 18 cases, instead of an 
aortic anastomosis, anastomosis of a subclavian artery 
to the aorta had been carried out; this practice is now 
known to be unsatisfactory. More thorough pre-opera- 
tive investigation may perhaps enable the surgeon to 
foresee technical difficulties of this sort. If operation is 
not performed the patient may die from rupture of the 
aorta, bacterial endocarditis, congestive failure, or intra- 
cranial haemorrhage, usually originating from congenital 
aneurysm of the cerebral vessels. H. E. Holling 


699. The Sounds and Murmurs in Coarctation of the 
Aorta. A Study by Auscultation and Phenocardiography 
B. G. WELLS, M. B. RAPPAPORT, and H. B. SPRAGUE. 
American Heart Journal {|Amer. Heart J.] 38, 69-79, July, 
1949. 6 figs., 10 refs. 


The cardiac murmurs of coarctation of the aorta may 
arise in the heart, in the isthmus of the aorta, in dilated 
collateral vessels, or in associated valvular deformities. 
They may be systolic or diastolic. The significance of 
murmurs heard in 15 patients has been analysed with the 
help of subsequent quantitative phonocardiography. 
A systolic murmur was heard over the dorsal spine in all 
cases, and over the praecordium in 5. Some systolic and 
diastolic murmurs were louder over the spine than over 
the praecordium—a finding never recorded in un- 
complicated aortic valve deformity or patent ductus 
arteriosus. All murmurs were louder over the spine 
than over collateral vessels. 

Phonocardiographic records showed diastolic vibra- 
tions to be present over the dorsal spine in all cases 
(a murmur being heard in only 6), these vibrations beinga 
decrescendo continuation of the systolic vibrations. 
Diastolic vibrations were also found over the prae- 
cordium in 10 patients (a murmur being heard here only 
in 5); these vibrations had a different form, and probably 
a different cause, from those found over the back and in 
most cases resembled the diastolic vibrations of aortic 
insufficiency. The authors conclude that two findings 
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are characteristic of coarctation: (1) systolic and 
diastolic vibrations most intense over the dorsal spine; 
and (2) a reversal of normal asynchronism of the brachial 
and femoral pulses, the femoral pulse occurring later than 
the brachial in coarctation. A. S. Dixon 


700. The Role of Desiccated Thyroid and Potassium 
lodide in the Cholesterol-induced Atherosclerosis of the 
Chicken 

D. Dauper, L. Horiick, and L. N. Katz. American 
Heart Journal [Amer. Heart J.] 38, 25-33, July, 1949. 
1 fig., 20 refs. 


A high-cholesterol diet in chickens raised their 
blood cholesterol level. Administration of desiccated 
thyroid tissue prevented this increase, but potassium 
jodide augmented it. The same diet induced athero- 
sclerosis, but whereas administration of desiccated 
thyroid tissue protected the chickens against this change, 
the action of potassium iodide varied. R. T. Grant 


701. Production of Arteriosclerosis in Dogs by Chol- 
esterol and Thiouracil Feeding 

A. STEINER, F. E. KENDALL, and M. BEVANS. American 
Heart Journal [Amer. Heart J.| 38, 34-42, July, 1949. 
6 figs., 12 refs. 


The serum cholesterol content in3 dogs given thiouracil 
(1 g. daily) for over a year was doubled but necropsy 
showed no atherosclerosis. In 2 dogs given cholesterol 
(10 g. daily) for 16 months, the serum cholesterol level 
was trebled, but only minimal atherosclerosis in one case 
was found post mortem. However, in 2 dogs given both 
cholesterol and thiouracil, the serum cholesterol content 
was increased sixfold and eightfold respectively. At 
necropsy both showed severe lesions which were very 
similar in distribution and in histology to those found in 
human atherosclerosis. A. S. Dixon 


702. Return of Tone in Blood-vessels of the Upper 
Limb After Sympathectomy 

H. Barcrort and A. J. WALKER. Lancet [Lancet] 1, 
1035-1039, June 18, 1949. 10 figs., 1° refs. 


By means of a plethysmograph and the displacement 
of air the blood flow in the hand was measured daily for 
about 2 weeks after sympathectomy. The results 
obtained from a study of 14 hands are recorded. Since 
in 5 of these the operation was performed for hyper- 
idrosis, the vessels in these cases presumably being 
normal, while in the remainder some vascular disease 
was present, the results of sympathectomy in these two 
groups of cases could be compared. 

In the 5 hands with normal blood vessels the blood 
flow through the hand was at its greatest immediately 
after operation, averaging 46 ml. per 100 c.c. of hand 
volume per minute, while 1 week and 2 weeks after 
sympathectomy the blood flow was one-quarter and one- 
eighth respectively of this volume: in the 9 hands with 
diseased vessels the increase in flow was not so marked, 
the flow averaging 20 ml. per 100 c.c. of hand per minute, 
and 1 week and 2 weeks after operation the flow was 
one-third and one-seventh respectively of this figure. 
The reliability of these results are discussed and it is 
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shown that neither the trauma of operation nor the air 
temperature appears to affect them. 

It is probable that this decrease in flow after a few days 
is due to the gradual recovery of tone in the small arteries, 
capillaries, and arterio-venous anastomoses; though this 
decrease in flow is definite, the clinical results of the 
operation are excellent. The rate of recovery of tone in 
the vessels was found to be the same after ganglionectomy 
as after section of the preganglionic sympathetic fibres. 

. J. B. Wilson 


703. Normal and Impaired Function of the Leg Veins 

J. B. Hickam, R. P. McCCuLLocn, and R. J. REEVEs. 
American Heart Journal [Amer. Heart J.| 37, 1017-1028, 
June, 1949. 4 figs., 10 refs. 


The function of the leg veins in normal subjects and in 
patients with chronic leg ulcers was studied. Venous 
pressures were measured directly by means of a Hamilton 
manometer attached to a No. 19 needle, which was firmly 
fixed in place in the lower end of the saphenous vein or a 
dorsal vein of the foot. Blood samples were taken and 
their oxygen content was determined in a Van Slyke 
apparatus. For venography 35% ‘“ diodrast’’ was 
injected slowly in quantities up to a maximum of 80 ml. 
Stereoradiographs were required to differentiate between 
deep and superficial veins. Patients were examined in a 
standing position and on a tilt table at an angle of 
70 degrees. Two forms of exercise were also used: 
“ rocking ’’, which consisted of rising once in 2 seconds 
on the toes so that the heels were 1 to 2 inches (2-5 to 
5 cm.) above the floor, and ‘* standing-walking ’’ which 
was performed at the same rate, each foot being lifted 
several inches off the floor. The studies were conducted 
in an air-conditioned room at 23 to 25°C. 

In both normal subjects and patients the venous pres- 
sure at rest was equivalent to the hydrostatic pressure 
from the right atrium to the foot. Large pressure 
variations occurred during exercise, the pressure rising 
to a maximum with each contraction of the calf muscles; 
the mean pressure, however, fell rapidly in normal sub- 
jects as exercise proceeded and slightly, if at all, in the 
patients. On cessation of exercise the pressure returned 


to the resting high level slowly in normal subjects and 


quickly in the patients. With peripheral vasodilatation 
in a warm environment the mean pressure in normal sub- 
jects during exercise fell only slightly and returned more 
quickly to its resting level. The oxygen content of the 
venous blood of normal subjects was not significantly 
different from that of patients. 

Diodrast injected into the superficial veins of the leg 
passed into both the superficial and the capacious deep 


‘systems, and the position of the valves could be seen on a 


radiograph. During the exercise of rocking, communica- 
tions from the superficial to the deep system were 
observed which were not obvious when the subject was 
standing quietly. 

The findings are discussed in the light of previous work, 
and it is concluded that subjects with varicose ulcers have 
suffered damage to the venous valves of the deep system 
and have lost the ability to drain blood at a low pressure 
from the skin of the leg. H. E. Holling 
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Disorders of the Blood 


704. Folic Acid Antagonists. (Les antagonistes de 
l’acide ptéroylglutamique (acide folique)) 
J. MESSERSCHMITT. Revue d’Hématologie [Rev. Hémat.]} 
4, 194-245, 1949. 5 figs., bibliography. 


A review is given of metabolic analogue antagonism, 
with particular reference to folic acid and its antagonists, 
123 references being quoted. G. Discombe 


705. Study of Blood Cells with the Phase-contrast 
Microscope and Metal-shadowing (with Particular Refer- 
ence to Megakaryocytes). Studies with the Phase- 
contrast Microscope and Metal-shadowing of the Spread- 
ing of Human Leucocytes. Studies with the Phase- 
contrast Microscope and Metal-shadowing of the Cells 
Typical of Leukaemia and Myeloma (with Special Refer- 
ence to Auer Bodies and the Formation of Rieder Cells). 
(Etudes sur les cellules sanguines au microscope a con- 
traste de phase et par la méthode de l’ombrage (avec une 
étude particuliére des mégacaryocytes). Etudes sur 
l’étalement des leucocytes du sang humain au microscope 
4 contraste de phase et par la méthode de l’ombrage. 
Etudes sur les cellules des leucémies et des myélomes au 
microscope a contraste de phase et par la méthode de 
l’ombrage (avec une étude particuliére des corps d’Auer 
et de la formation de cellules de Rieder) 

M. Bessis and M. Bricka. Revue d’Hématologie [Rev. 
Hémat.] 4, 294-394, 1949. 172 figs., bibliography. 


These three papers, containing 172 illustrations, consti- 
tute a most valuable atlas of blood cells observed by 
phase-contrast illumination and after shadowing with a 
metallic deposit. Though a description and discussion 
are appended, it is quite impossible to make an abstract 
of this work, which must be read by every haematologist 
interested in morphology. G. Discombe 


706. The Blood and Bone Marrow in Patients with 
Cirrhosis of the Liver 

L. BERMAN, A. R. AXELROD, T. N. Horan, S. D. JAcos- 
SON, E. A. SHARP, and E. C. VONDERHEIDE. Blood 
[Blood] 4, 511-533, May, 1949. 1 fig., bibliography. 


An account is given of the blood and marrow changes in 
25 cases of hepatic cirrhosis. The degree of cirrhosis 
was estimated by liver biopsy and classified in 4 grades as 
follows: Grade I: cirrhosis, traces of fibrosis. Grade 
II: cirrhosis, definite fibrosis plus atrophy of hepatic 
cells. Grade III: cirrhosis, amount of fibrous tissue 
equal to that of hepatic parenchyma. Grade IV: cir- 
rhosis, amount of fibrous tissue greater than that of 
hepatic parenchyma. Anaemia was present in 21 
patients, in 16 of whom the blood showed evidence of 
macrocytosis, in 2 microcytosis, and in 3 anaemia of the 
normocytic type. There appeared to be no correlation 
between the degree of anaemia and the extent of the 
cirrhosis. 


The total leucocyte counts ranged from 1,960 to 47,299 
cells per c.mm., but no association was established 
between the leucocyte count and the presence or absence 
of ascites or bleeding, or the severity of the liver lesion, 
Absolute lymphopenia appeared to be the most constant 
alteration in the leucocyte count. 

Platelet counts were on the low side of the normal 
range in 13 out of the 25 patients, with a range of 150,000 
to 350,000 per c.mm. for the whole group. 

The most consistent change in the bone marrow was 
the extension of active haematopoiesis to the shafts of 
the long bones. The sternal marrow was either normal 
in appearance or showed evidence of increased cellularity 
affecting chiefly the erythrocyte and platelet elements, 
and these appearances were found to be independent of 
the presence or absence of anaemia or bleeding. The 
authors found macronormoblastic hyperplasia in the 
sternal marrow of patients with a macrocytic type- 
of anaemia, but megaloblastic hyperplasia was not 
evident in this series. R. Winston Evans 


707. The Megakaryocyte. III. Pseudothrombocytes 
E. ScHwarRz. Archives of Pathology [Arch. Path.) 4, 
545-556, June, 1949. 18 figs., 18 refs. 


The author continues his investigations of the mega- 
karyocyte and demonstrates, from a study of smears and 
sections of human marrow, that the pseudothrombocytes 
are produced mechanically from the viscous material 
which surrounds developing megakaryocytes. Similar 
appearances are seen in the dried sap between marrow 
cells where the rupture of air bubbles during drying 
produces a foamy appearance and irregularities in sur- 
face tension lead to the filaments and granular basophilic 
precipitates. Fragments from the peripheral parts of 
the cell and any thin layer of low viscosity are readily 
torn away or dislodged by pressing and stretching forces. 

[Pages 552 and 553 have been transposed.] 

E. T. Ruston 


708. The Effect of Endocrinopathies on the Blood 

W. H. DauGuHapay, R. H. WILLIAMS, and G. A. DALAND. 
Blood [Blood] 3, 1342-1366, Dec., 1948. 5 figs., biblio- 
graphy. 

The authors discuss the relationship between the func- 
tions and interrelations of the endocrine glands and their 
possible influence on blood formation. Specific haema- 
topoietic hormones were not isolated, but evidence is 
presented suggesting that the gonads, thyroid, adrenal 
cortex, and pituitary gland have definite influence on 
blood formation. A difference between erythrocyte 
counts in the two sexes can be eliminated by castration, 
but replacement therapy will reverse this. The genesis 
of anaemia in hypothyroidism is not simple, as the 
slightly macrocytic anaemia with hypoplastic marrow m 
the simple form may be modified by the secondary effects 
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PERNICIOUS ANAEMIA 165 


of achylia gastrica, iron deficiency, or deficiency of the 
anti-anaemic factor as seen Clinically. 

According to the authors hyperthyroidism produces 
changes only in the leucocytes and does not affect the 
erythrocytes. Increased adrenal cortical activity may 
lead to mild polycythaemia, but marked lymphocytosis 
kading to increased globulin formation may be 
associated with adrenal steroid production. The 
relationship between the anterior pituitary and the 
adrenals is not clear, but formation of antibodies may be 
involved. In man and animals reduction in anterior- 
pituitary secretions may Cause anaemia, but this is usually 
not severe and is variable in type. There may be some 
hypoplasia of the bone marrow. This anaemia does not 
always respond satisfactorily to therapy without the 
additional use of specific hormones. It is suggested that, 
according to the available evidence, blood formation is 
not primarily under hormonal control. 

John F. Wilkinson 


709. The Effect of Quantitative and Qualitative 
Protein Deficiency on Blood Regeneration. I. White 
Blood Cells 

K. GUGGENHEIM and E. BuECHLER. Blood [Blood] 4, 
958-963, Aug., 1949. 8 refs. 


710. The Effect of (Quantitative and Qualitative 
Protein Deficiency on Blood Regeneration. II. Hemo- 
globin 

E. BUECHLER and K. GUGGENHEIM. Blood [Blood] 4, 
964-969, Aug., 1949. 18 refs. 


711. Relations of Bone Marrow and Blood in Alimentary 
Hyperchromic Anaemias and in Pernicious Anaemia. 
(Ober Mark- und Blutrelationen bei alimentaren hyper- 
chromen Andmien und bei der Perniciosa) 

P. Lipsers and E. Kocu. Acta Haematologica [Acta 
haematol., Basel] 2, 378-390, Dec., 1949. 3 figs., 29 refs. 


See also Section Medicine: General, Abstract 651. 


ANAEMIA 


712. Sicklemia: Its Pathological and Clinical Signifi- 
cance 

H. R. Pratr-THomas and P. K. Switzer. Southern 
Medical Journal [Sth. med. J.] 42, 376-384, May, 1949. 
9 figs., 14 refs. 


It is reported that the sickle-cell trait occurs in about 
14% of negroes from the Sea Island area of South 
Carolina and that some form of sickle-cell disease was 
found in 5-72% of 2,008 necropsies on negroes in this 
district. The authors consider that, although the 
sickle-cell trait need not be clinically significant, it may be 
responsible for untoward results in conditions associated 
with reduced oxygen tension. In support of their views 
they describe 10 cases in which marked changes associated 
with, and attributable to, sickling were found at necropsy 
in patients with the sickle-cell trait but without sickle- 
cell anaemia. A number had suffered from conditions 
tending to cause anoxaemia. In some the primary cause 


of the final illness was unexplained, and the only patho- 
logical features at necropsy were profound sickling and 
vascular engorgement. The authors believe that, 
although infarcts may result from vascular obstruction by 
agglutinated clumps of abnormally shaped and unduly 
viscous erythrocytes, actual thrombus formation is the 
exception rather than the rule. A. Brown | 


PERNICIOUS ANAEMIA 
713. Effect of Thymine Desoxyriboside (Thymidine) on 


Human Pernicious Anemia 

E. H. ReisNer and R. West. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.) 71, 651-652, Aug., 1949. 9 refs. 


The authors tested the effect of thymidine on pernicious 
anaemia in human patients. Thymidine is extracted 
from liver and can replace vitamin B,, as a growth factor 
for some lactic acid bacteria. It produced a very slight 
reticulocytosis but no effect on the erythrocyte count in 
the patients treated. The replacement ratio of thymidine 
for vitamin B,», is about 300 to 1 for the growth of 
Lactobacillus acidophilus, but it does not appear to be 
capable of sustaining blood regeneration in man. 

G. S. Crockett 


714. Observations of the Hemopoietic Factors in Hog 
Stomach and Duodenum, and the Treatment of Pernicious 
Anemia by Orally Administered Vitamin B,, in Combina- 
tion with Extracts of Duodenal Mucosa 

F. H. BETHELL, M. E. Swenpsiep, M. C. MEyErs, R. B. 
NeLiGH, and H. G. RicHarps. University Hospital 
Bulletin, Ann Arbor (Univ. Hosp. Bull., Ann Arbor] 15, 
49-51, July, 1949. 42 refs. 


The vitamin-B,2 content of two samples of desiccated 
hog stomach, as measured by its growth-promoting effect 
on Lactobacillus lactis Dorner, was found to be, respec- 
tively, 0-23 and 0-31 yg. per g. of material. Heating at 
100° C. for 30 minutes had no significant effect on the 
vitamin-B,»2 content, but a therapeutic trial in 2 patients 
suffering from pernicious anaemia confirmed the earlier 
observations that heating destroys the haematopoietic 
efficacy of hog stomach. In this trial the daily dosage of 
hog stomach was calculated to contain, respectively, 12-4 
and 4-6 pg. of vitamin B,,. The patients were subse- 
quently given similar amounts of the same batches of hog 
stomach unheated, to which their haematopoietic 
response was satisfactory. 

Intrinsic factor present in hog duodenum was separated 
by extraction and dialysis from the vitamin B,, which 
was also present. Tests were then made on 3 patients 
suffering from pernicious anaemia. The first patient 
received Sug. of crystalline vitamin B,, daily by mouth 
without effect. After 10 days this treatment was supple- 
mented by duodenal-mucosa extract, 10 g. daily, and 
a prompt and sustained haematological response 
occurred. A similar response was observed in a second 
patient, although the daily dose of duodenal-mucosa 
extract was equivalent to only 0-7 g. of duodenal sub- 
stance. A third patient received only duodenal-mucosa 
extract initially with no effect, but responded vigorously 
when vitamin B,, was also given. 


| 
| 
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It is concluded that vitamin B,, and the extrinsic 
food factor are identical or closely allied; and that 
vitamin B,, or a closely related substance, together with 
intrinsic factor, constitutes the effective haematopoietic 
agent in the stomach and duodenal tissue of the pig. 
Confirmation is also provided that vitamin B,» alone is 
ineffective when given orally in doses that produce 
optimal responses when injected parenterally. 

L. J. Davis 


715. The Clinical Association of Macrocytic Anemia 
with Intestinal Stricture and Anastomosis 

D. G. CAMERON, G. M. Watson, and L. J. Wirtts. 
Blood [Blood] 4, 793-802, July, 1949. 30 refs. 


The literature dealing with macrocytic anaemia asso- 
ciated with intestinal stricture and anastomosis is 
reviewed and a new case is reported—a woman who 
developed a macrocytic megaloblastic anaemia after an 
anastomosis had been performed to short-circuit a stric- 
ture due to regional ileitis. Although her mother had 
pernicious anaemia, it is thought unlikely that this 
patient was suffering from Addisonian pernicious 
anaemia fortuitously associated with intestinal disease 
because hydrochloric acid was repeatedly found in the 
gastric juice, and, until the anastomosis was corrected, 
intramuscular liver therapy had no effect although oral 
liver extract and proteolysed liver were effective. Note- 
worthy points were that there was no obstruction to the 
passage of food along the small intestine, stagnation being 
confined to the by-passed loop, and that a fat-balance 
estimation showed no evidence of steatorrhoea. 

The pathogenesis of the anaemia in these cases is 
discussed, and it is concluded that the only essential 
factor is stasis of bowel contents, whether from intestinal 
stenosis or in a stagnant loop. L. J. Davis 


716. The Experimental Production of Macrocytic 
Anemia by Operations on the Intestinal Tract 

D. G. CAMERON, G. M. Watson, and L. J. Wirtts. 
Blood [Blood] 4, 803-815, July, 1949. 43 refs. 


After reviewing published accounts of attempts to 
produce macrocytic anaemia in animals by resection of 
various portions of the alimentary tract and other 
operations such as the production of stenosis and blind 
loops, the authors describe their own experiments on 
rats. Attempts to produce intestinal stricture by 
various methods were abandoned, because of their 
unreliability, in favour of the formation of blind intestinal 
loops. Loops so made that the direction of peristalsis 
tended to empty them resulted in anaemia only when 
some degree of stenosis had also occurred. Because of 
the uncertainty of its results, this type of operation was 
consequently superseded by one which resulted in a 
blind loop tending to be filled by peristaltic waves. A 
remarkable dilatation of the blind loop in fact occurred 
in most cases, and resulted in death, with or without 
anaemia, if the loop was sufficiently long. A 12-inch 
(30-cm.) loop was invariably fatal despite liver therapy. 
With a 3-inch (7-5-cm.) loop anaemia developed more 
gradually and the animals could usually be saved by 
liver therapy. This size of loop was therefore adopted 


as standard, and it was found important that it should be 
situated about the middle of the small intestine. [Details 
of the standard operation are given.]} 

Of the first 148 rats subjected to the standard Opera- 
tion, 104 survived its immediate effects; macrocytic 
anaemia developed in 42 of these after an interval of 26 
to 158 days, averaging 74 days. Once it appeared, the 
anaemia was progressive and apparently fatal within q 
month unless treated with liver extract or folic acid, 
[Details of treatment are not given, but are to be pub- 
lished subsequently.] The anaemia was characterized 
by well-marked macrocytosis, anisocytosis, and diffuse 
polychromasia; slight degrees of poikilocytosis ang 
punctate basophilia were usually present, and target cells 
were frequently seen. The erythrocyte counts ranged 
from 6,900,000 to 2,400,000 per c.mm., the haemo- 
globin concentration from 9-9 to 2:7 g. per 100 ml; 
the reticulocyte counts were elevated. Nucleated ery- 
throcytes were frequently seen in the peripheral blood 
films, but no megaloblasts. The leucocytes and platelets 
showed no significant abnormalities. Bone-marrow 
smears taken during life revealed a normal or increased 
cellularity with an increase in the proportion of the 
earlier erythrocyte precursors—namely,  proerythro- 
blasts and basophil normoblasts. Although some of 
these had nuclei which were less compact than those 
seen in normal animals, none corresponded exactly with 
the megaloblasts present in human pernicious anaemia. 
The plasma cells were increased in number but the cells 
of the myeloid series showed no appreciable change. 

The significance of these observations is discussed. It 
is thought that the anaemia probably results from a 
change in the intestinal flora in the stagnant loop which 
may result in the loss of an organism concerned with 
the synthesis of haematopoietic material, or in the 
predominance of an organism which uses it up or exerts 
an antagonistic influence. It is pointed out that, if the 
blind loop leads to a conditioned deficiency, it is almost 
certainly a deficiency of more than one substance, and 
that the chief value of the blind-loop preparation may be 
that it affords a relatively simple method of disturbing 
the equilibrium of the small intestine and of studying the 
consequent changes in absorption and nutrition. 

L. J. Davis 


717. Observations on the Effect of an Animal Protein 
Factor Concentrate on Persons with the Macrocytic 
Anemia of Pernicious Anemia, of Nutritional Macrocytic 
Anemia and of Sprue, and on Persons with Nutritional 
Glossitis 

T. D. Spres, G. GARCIA Lopez, F. MILANES, R. E. STONE, 
R. Lopez Toca, T. ARAMBURU, and S. Kartus. Blood 
[Blood] 4, 819-826, July, 1949. 4 figs., 18 refs. 


The studies reported were devised to seek confirmation 


_ Of a recent claim that a concentrate produced by micro- 


organisms, which acts as a source of animal protein factor 
as measured by assay with chicks, is haematopoietically 
effective in pernicious anaemia. For this purpose 5 cases 
of Addisonian pernicious anaemia were studied. The 
effect of the same concentrate was also observed in 4 


cases of nutritional macrocytic anaemia, in 3 cases of 
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nutritional glossitis, and in 3 cases of tropical sprue with 
macrocytic anaemia. All the anaemic patients were 
shown to have megaloblastic erythropoiesis. The 
animal protein factor was injected in amounts ranging 
from a total of 5 ml. in a period of 23 days to 5 ml. daily 
for 14days. Positive haematological responses occurred 
in all the patients with anaemia, and the redness and 
soreness Of the tongue disappeared in those suffering 
from nutritional glossitis. It is thought likely that, 
although the limited evidence available might suggest 
that the animal protein factor is identical with vitamin 
B,», it will prove to be a complex of chemical compounds. 
L. J. Davis 


718. Comparison of Vitamin B,. from Liver and from~ 
Streptomyces griseus in the Treatment of Pernicious 
Anemia 

L. A. Err and B. Wimer. Blood [Blood] 4, 845-862, 
July, 1949. 6 figs., 19 refs. 


719. The Effect of Vitamin B,. on the Anemia and 
Combined System Disease of Addisonian Pernicious 
Anemia 
§. R. MettieR, A. McBripe, and R. Tat. California 
Medicine (Calif. Med.| 71, 21-27, July, 1949. 9 figs., 
16 refs. 
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720. The Events in the Hemolytic Crisis of Hereditary 
Spherocytosis, with Particular Reference to the Reticulo- 
cytopenia, Pancytopenia and an Abnormal Splenic 
Mechanism 

W. DamesHEK and M. L. Bioom. Blood [Blood] 3, 
1381-1410, Dec., 1948. 10 figs., 54 refs. 


From observations during haemolytic crises in 7 cases 
of hereditary spherocytosis (familial haemolytic jaundice) 
it is concluded that the crises arise from an exaggeration 
of the usual haemolytic mechanism and arrested matura- 
tion of erythrocytes in the bone marrow under the 
influence of a pathologically hypoactive spleen. The 
authors state that pancytopenia, reticulocytopenia, and 


‘extreme spherocytosis occur in severe crises, and at this 


stage there is an extreme degree of maturation arrest in 
erythropoiesis. After splenectomy there is a very rapid 
increase in the cellular elements of the blood, but no 
further crises occur. The occurrence of this condition in 
several members of the same family may suggest infection 
as a possible aetiological factor in the initiation of the 
abnormal splenic mechanism. The cause of hereditary 
spherocytosis is discussed. John F. Wilkinson 


721. Observations on the Mechanism of Hemolysis in 
Paroxysmal (Cold) Hemoglobinuria 

A. A. Siepens, W. H. ZINKHAM, and P. F. WAGLEY. 
Blood [Blood] 3, 1367-1380, Dec., 1948. 21 refs. 


Two cases of paroxysmal (cold) haemoglobinuria were 
investigated in order to clarify certain points. The 
authors found that haemolysin and complement were 
adsorbed by the erythrocytes in the cold. In the serum 
from one case both phases of the Donath—Landsteiner 


reaction required a thermolabile fraction of complement. 
Carbon dioxide affected the haemolytic system in the 
serum from one case, but not in that from the other. 
Also in one serum only, the addition of sulphanilamide 
and cyanide inhibited the Donath—Landsteiner reaction, 
but did not prevent haemolysis unless the substances were 
present during the chilling phase. Under certain condi- 
tions these two reagents did not prevent the effect of the 
thermolabile component of complement in the warm 
phase of the reaction. These two inhibitors also did not 
prevent the union in the cold of the haemolysin-comple- 
ment complex, although in one serum they prevented the 
usual effects of such a union. From a consideration of 
the differences in these observations and some dis- 
crepancies in the literature the authors consider that 
there may be important fundamental variants in the 
mechanism of the disease. John F. Wilkinson 


722. Intensive Immunization of an Already Sensitized 
Rh-negative Woman; Birth of a Mildly Diseased Baby 

E. N. East and C. M. Mair. Journal of Laboratory and 
Clinical Medicine {J. Lab. clin. Med.] 34, 983-991, July, 
1949. 2 figs., 11 refs. 


A stillborn hydropic infant with erythroblastosis was 
born at term to an Rh-negative woman who had had 
three pregnancies and a transfusion of her husband’s 
blood. An attempt was made at desensitization by 
intravenous injection of from 2 to 50 ml. of the husband’s 
blood. An extremely high titre of antibody was pro- 
duced; this titre later fell and became stabilized. The 
patient then became pregnant and received intramuscular 
injections of the husband’s blood throughout the preg- 
nancy; a mildly erythroblastotic infant survived. At 
birth the Coombs test with the infant’s erythrocytes was 
negative but the albumin anti-D titrein cord blood serum 
was 1 in 4,096. At 3 weeks antibodies were still 
demonstrable in the infant’s serum. Marjorie Le Vay 


723. A New Case of Marchiafava—Micheli Disease. 
Study of Haemolysin in Blood Incubated at 37°C. (A 
propos d'un nouveau cas de maladie de Marchiafava— 
Micheli. Etude de I"hémolyse a I’étuve a 37°) 

J. Carout, M. Bessis, J. ErévE, —. RAouL-DUVAL, and 
—. DONNET. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris} 25, 1759-1765, June 2, 1949. 39 refs. 


The authors describe a patient with nocturnal haemo- 
globinuria with a gradual onset over 4 years. His blood 
was group A, Rh-negative, and gave a negative reaction 
to the Donath—Landsteiner test. The Coombs test was 
negative during remission and positive on three other 
occasions. The erythrocytes haemolysed when washed 
and placed in the serum of a normal subject belonging to 
a compatible group. They were not abnormally fragile 
to saline dilutions or to anti-human-erythrocyte serum, 

It appears that, for haemolysis to occur, a factor, which 
is thermolabile, must be present in serum (both of 
normal persons and in pathological cases). The acid 
serum test in the authors’ patient was positive. Inter- 
mittent transfusions are necessary to maintain health. 

G. S. Crockett 


—— 
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724. A Case of Marchiafava—Micheli Disease. Histo- 
logical Study. (A propos d’un cas de maladie de 
Marchiafava—Micheli. Etude histologique) 

P. Jacquet, L. Déropert, F. Plas, and A. HADENGUE. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 25, 
2143-2146, July 9, 1949. 5 refs. 


A case of Marchiafava—Michele syndrome is described. 
At the time of her death the patient had been under 
medical observation for 15 years. For years she had 
been able to carry on her work as a housewife although 
she had an average haemoglobin level of about 40% and 
an erythrocyte count of 1,000,000 per c.mm. One 
severe haemolytic reaction was precipitated by blood 
transfusion. 
were found in the kidney: the glomeruli were intact, but 
there was well-marked siderosis of the tubules, which 
were full of iron-containing pigment. Siderosis was also 
observed in the liver and lungs, but in the spleen, which 
-had been removed earlier in the illness, no evidence of 
siderosis was found. P. C. Reynell 


725. Sensitization to the Factor Rh in Negroes 

R. K. WALLER and M. WALLER. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.} 34, 1071-1077, 
Aug. 1949. 11 refs. 


HAEMORRHAGIC DISEASES 
726. The Coagulation Defect in Thrombocytopenic 
Purpura 


A. J. Quick, J. N. SHANBERGE, and M. STEFANINI. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 34, 761-767, June, 1949. 7 refs. 


The authors describe an attempt to correlate the pro- 
thrombin consumption in human native plasma with 
quantitative estimates of clot retraction. They have 
applied their findings to 2 cases of clinical thrombocyto- 
penic purpura. 

A silicone-coated needle and test-tube were employed 
to collect blood. The blood was centrifuged at 800 
revolutions per minute (r.p.m.) for 10 minutes. (It was 
incidentally found that the platelet count in plasma 
obtained by centrifugation was about twice as high as in 
whole blood.) Of the native plasma 2 ml. was trans- 
ferred to a small test-tube (13 by 100 mm.). The tube 
was placed in a water bath at 37-5° C. and inspected every 
60 seconds for the beginning of clot retraction, which 
appears first along the sides and bottom of the tube. 
To estimate the prothrombin consumption time, 2 ml. of 
blood or native plasma was transferred to a test-tube 
_(13 by 100 mm.) which was placed in a water bath at 

375°C. At the end of 60 minutes the tube was centri- 
fuged. To a mixture of 0-1 ml. of calcium-phosphate- 
treated plasma (which serves as a supply of fibrinogen), 
0-1 ml. of Quick’s thromboplastin, and 0-1 ml. of 
0-02 M calcium chloride, 0-1 ml. of the serum was added 
quickly and the clotting time accurately determined. 

In 20 normal subjects clot retraction became detectable 
within 6 to 11 minutes (average 8 minutes). When the 
platelet count fell below approximately 150,000 per c.mm. 
the beginning of clot retraction became progressively 


At necropsy the most dramatic changes . 


delayed until retraction failed to occur at figures below 
20,000 per c.mm. The prothrombin consumption time 
of serum, whether obtained from plasma or whole b 
was in most instances between 17 and 30 seconds. This 
corresponds to 60 to 80% of activity on Quick's Pro- 
thrombin curve. A poor consumption of prothrombin 
is due generally to lack of platelets or deficiency of 
thromboplastinogen. In haemophilia the platelets are 
normal and it is therefore most likely that the basic defect 
is an inadequate thromboplastinogen content in the 
blood. In thrombocytopenic purpura delayed cot 
retraction and poor prothrombin consumption ryp 
parallel to the low platelet count. The prothrombin 
consumption test supplies the first strong evidence of a 
coagulation defect in this condition. The prothrombin 
consumption test offers a new measure of platelet 
activity, which is postulated to be that of activating 
thromboplastinogen. A. W. H. Foxell 


727. Thrombopenia and Increased Capillary Fragility in 
Hepatic Disease 

F. B. WuHiTeseELL and A. M. SNELL. Journal of the 
American Medical Association [J. Amer. med. Ass.} 140, 
1071-1076, July, 1949. 5 figs., 12 refs. 


Hypoprothrombinaemia is a well-recognized cause of 
the haemorrhagic state associated with hepatic disease, 
In this article the authors draw attention to two other 
factors which may be associated with coagulation defects 
in this condition—namely, thrombocytopenia and in- 
creased capillary fragility. Seventy cases were studied, 
29 of which were classified as of extrahepatic obstructive 
jaundice. In 4 of these patients only thrombocytopenia 
was found, and only one had increased capillary fragility, 
In the remaining 41 cases there was definite hepatitis or 
cirrhosis: this group was specially studied. The ages 
of the patients ranged from 94 to 70 years. One of the 
commonest symptoms was a tendency. to bleed, but this 
was usually associated with hypoprothrombinaemia as 
well as varying degrees of thrombocyte and capillary 
defect. Details are given of 4 cases of thrombocytopenia 
(43,000 to 75,000 thrombocytes per c.mm.) associated 
with subacute hepatitis and cirrhosis of the liver. In the 
authors’ opinion, in all cases of idiopathic thrombo- 
cytopenic purpura a complete evaluation of hepatic 
function, including liver biopsy if necessary, should be 
made before splenectomy is considered. 

A. W. H. Foxell 
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728. Spontaneous Remission in Acute Leukemia. Report 
of a Case Complicated by Eclampsia 

R. F. Birae, A. L. Jenks, and S. K. Davis. Journal of 
the American Medical Association [J. Amer. med. Ass. 
140, 589-592, June 18, 1949. 15 refs. 


A woman, aged 33, developed acute leukaemia in the 
seventh month of her pregnancy. Spleen, liver, and 
lymph nodes were not enlarged, and a dead foetus was 
expelled after a series of eclamptic convulsions. The 
mother was given yellow bone marrow, vi 
complex, vitamins A and D, and a high-calorie diet; she 
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improved and remained in good health for 21 months. 
After a tooth extraction she relapsed and developed 
techiae, ecchymosis in the skin, intermittent urticaria, 
ulcerative necrosis of the cervix, and a non-healing abscess 
of the buttock. The condition became steadily worse, 
and, in spite of treatment with radioactive phosphorus, 
blood transfusion, further yellow bone marrow, and 
penicillin, the patient died. John F. Wilkinson 


729. Development of Macrocytic Erythrocytes in Leuke- 
mic Subjects Receiving Folic Acid Antagonist, 4-Amino- 
pteroylglutamic Acid (Aminopterin) 

§, J. Witson, L. Coxsey, and C. Bossi. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp, Biol., N.Y.] 71, 11-13, May, 1949. 1 fig., 
4 refs. 


Lesions produced in 7 cases of acute leukaemia treated 
with aminopterin resembled those of folic-acid deficiency 
in rats and monkeys. The erythrocytes showed macro- 
cytosis and anisocytosis but no poikilocytosis was 
observed. Oddly enough, when such changes developed, 
administration of folic acid, liver extract, and vitamin-B 
preparations was no more beneficial than was simple 
cessation of the injections of aminopterin. A. Piney 


730. The Hematologic Changes Induced in Guinea Pigs 
by the Prolonged Administration of Pteroyl Glutamic Acid 
Antagonists 

J. Innes, E. M. INNEs, and C. V. Moore. Journal of 
Laboratory and Clinical Medicine {J. Lab. clin. Med.] 34, 
883-901, July, 1949. 10 figs., 8 refs. 


A group of 25 guinea-pigs were given pteroylaspartic 
acid (racemic and active forms), 7-methylpteroic acid, 
and 4-aminopteroylglutamic acid (aminopterin). The 
first three drugs caused little haematological change but 
appeared to enhance the effect of aminopterin. This 
latter in the smallest doses (0-25 mg. daily) took 9 to 13 
weeks to produce changes in the blood but such changes 
occurred earlier when 0-5 mg. was given. A normocytic 
anaemia developed with maturation arrest in the marrow 
at the pronormoblast stage. No megaloblasts were seen. 
Similarly the marrow was full of myelocytes but the later 
forms were scanty and there was a granulopenia peri- 
pherally, accompanied by a lymphopenia and sometimes a 
thrombocytopenia. Large single doses produced no 
haematological effect. The changes were completely 
and quickly reversed by withdrawing the drug. 

; Marjorie Le Vay 


731. Dwarf Cell (Atypical Myelogenous) Leukemia. 
{In English] 

M. Morrison, A. A. SAMWICK, and L. Loewe. Acta 
Haematologica [Acta haematol., Basel] 2, 125-131, 1949. 
5 figs., 1 ref. 


In 3 cases of myeloid leukaemia described by the authors 
the haematological picture was complicated by appearance 
of the “‘ dwarf cells” in the blood and bone marrow. 
These cells, which formed 30 to 50% of the total number 
of granulocytic elements, bore at first sight some re- 
semblance to nucleated erythrocytes, but were eventually 


identified as-dwarf myeloblasts and myelocytes. They 
were all under 10 yu in diameter, had small dense nuclei, 
and their cytoplasm became increasingly eosinophilic and 
dotted with blueish granules as the cells ripened. When 
correctly identified they may serve as a clue to the 
diagnosis in some cases of myeloid leukaemia. 

P. C. Reynell 


732. Chronic Lymphatic Leukemia. A Study of 100 
Patients Treated with Radioactive P 

J. H. Lawrence, B. V. A. Low-Beer, and J. W. J. 
CARPENDER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 140, 585-588, June 18, 1949. 
7 figs., 20 refs. 


One hundred cases of chronic lymphatic leukaemia 
were reviewed after treatment with radioactive phos- 
phorus alone or in association with x rays.- P®? was used 
in the form of isotonic sodium monohydrogen phosphate. 
The patients were seen between 1936 and 1948, and 58 of 
them had either had x-ray treatment before receiving P?? 
or were given it after such treatment because lymph nodes 
or spleen was still enlarged. The dose of P*? given was 
adjusted according to the activity of the disease in order 
to produce symptomatic relief. The average patient 
received a dose of 1 to 2 millicuries per week for 4 to 
8 weeks. . 

Twenty-four of the patients are alive; of these 35% 
have survived for 5 or more years after the onset, and 13% 
of them for 8 or more years after onset. Only 2 died with 
terminal acute leukaemia, the remainder dying of 
lymphatic leukaemia. A number of patients showed 
marked thrombocytopenia in addition to other adverse 
effects on the normal blood components. Necropsy in 
21 cases revealed the usual findings in this disease. In 
none of these was there evidence of induced neoplasm. 
It is stated that, as in the case of myeloid leukaemia, 
treatment was limited by the adverse effects on normal 
cells, and in some-cases by a gradual decrease in the ratio 
of sensitivity between leukaemic and normal cells as the 
period of treatment lengthened. In many cases pallia- 
tion was all that could be achieved, but it is thought that 
the lack of radiation sickness is a pqn in favour of P? 
therapy. ohn F. Wilkinson 


733. A Case of Aleucia Hemorrhagica (Frank) and 
Panmyelophthisis Posterior to Urethane Treatment in 
Leukemia. [In English] 

O. EskoLa. Acta Medica Scandinavica [Acta med. 
scand.} 133, 261-267, 1949. 3 figs., 9 refs. 


Six patients with chronic myeloid leukaemia were 
treated with urethane. The leucocyte count fell to about 
20,000 per c.mm. in about 2 weeks. A patient, who had 
had 5 courses of x-ray therapy during the previous 3 years 
developed severe anaemia, neutropenia, and thrombo- 
cytopenia after a course of urethane. For 6 weeks this 
patient was very ill and was given blood transfusions, 
penicillin, and vitamins, as a result of which there was a 
return to the original blood count, and the patient’s 
general condition improved after about 25 weeks. 
Another patient reacted similarly but died after develop- 
ing neutropenia and thrombocytopenia. E. Neumark 


— 
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734. Vaquez—Osler’s Disease—Panmyelosis. 
Osler’sche Krankheit—Panmyelose) 

B. KorpAssy and E. KELEMEN. Acta Haematologica 
[Acta haematol., Basel] 2, 110-124, 1949. 6 figs., 
bibliography. 

In this report from the University of Szeged, Hungary, 
the case is described of a man of 41, known to have had 
splenomegaly for 22 years, who had signs of cerebral 
thrombosis. His liver and spleen were enlarged, 
haemoglobin level was 20-8 g. per 100 ml., erythrocyte 
count 6,000,C00 per c.mm. with an occasional normoblast, 
leucocyte count 18,000 with a few primitive forms, 
and platelet count 1,000,000. Examination of the 
bone marrow showed hyperplasia of all systems and 
especially a preponderance of normoblasts and mega- 
karyocytes. At necropsy an aneurysm of the splenic 
artery was found, with enlargement and multiple infarc- 
tion of the spleen. The marrow contained many 
primitive leucocytes and megakaryocytes, and many 
organs showed myeloid hyperplasia and infiltration with 
giant cells. The condition is described as a “ panmye- 
losis ’’, with intense intra- and extra-medullary prolifera- 
tion of all three blood-forming systems, and is believed to 
be closely allied to the leukaemias. Reference is given to 
32 cases described in the literature under a multiplicity of 
names, but thought to be essentially similar to the present 
case. 
[Leucocytosis and thrombocytosis are the rule in 
Osler—Vaquez disease and the relationship to myeloid 
leukaemia is well recognized. The only unusual feature 


(Vaquez— 


of this case was the degree of extra-medullary haemato- 
poiesis discovered post mortem and this may have been 
connected with the rather small amount of red marrow 


in the long bones. The attempt to introduce the term 
** panmyelosis ” into an already overburdened haemato- 
logical nomenclature is to be deprecated.] 

P. C. Reynell 


735. The Effects of Nitrogen Mustard on Induced 
Erythroblastic Hyperplasia in Rabbits 

L. O. Jacopson, E. K. Marks, E. Gaston, and M. H. 
Biock. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 34, 902-924, July, 1949. 13 figs., 
10 refs. 


Rabbits given 3 mg. of nitrogen mustard intravenously 
per kg. body weight developed a slight anaemia and 
a severe leucopenia. Marked destruction of bone 
marrow occurred with disappearance of cells and absence 
of mitoses during the following 5 days. Regeneration to 
normal took up to about 10 days. Another group of 
rabbits were first given 40 mg. of phenylhydrazine to 
destroy about half the erythrocytes, so that the marrow 
was hyperplastic with marked increase in the basophil 
erythroblasts. At this point nitrogen mustard was 
injected, but the animals seemed to be partly protected 
against it, because, though there was a slight further 
anaemia, a leucopenia, and destruction of marrow tissue, 
the precursors of erythrocytes and leucocytes persisted 
in large numbers and mitoses were always present at 


least in normal numbers. Reticulocytosis was always 
succeeded by a more rapid replacement of erythr 
than followed the slight loss due to the injection of nitro. 
gen mustard alone. Hyperplasia produced by phenyl. 
hydrazine seemed also to afford a similar protection 
against irradiation damage to marrow. 

Marjorie Le Vay 


736. Chronic Neutropenia: Favourable Response Fol 
lowing Splenectomy 
H. A. Weiss and W. T. CoLLins. 
282, March, 1949. 1 fig., 4 refs. 


A case is reported of chronic neutropenia in a 19-year. 
old male, also suffering from diabetes, on whom splenec- 
tomy was carried out. There was a rise in the 
total leucocyte count and increase in the proportion of 
polymorphonuclear cells during the 2 months following 
splenectomy, but no information is given as to the 
subsequent haematological condition. 

John F. Wilkinson 


Blood [Blood] 4, 27- 


737. Cyclic Agranulocytosis. [In English] 
P. A. OwrEN. Acta Medica Scandinavica [Acta med. 
scand.] 134, 87-97, 1949. 3 figs. 


A previously healthy man of 23 years had attacks of 
fever and neutropenia which recurred with almost 
unfailing regularity about twice a month. He also had 
ulcers of the oral mucosa during the attacks, which 
usually lasted for from 3 to 5 days. In many attacks 
agranulocytosis was complete and after attacks myelo- 
cytes appeared in the blood and there was toxic granula- 
tion. The lymphocyte and erythrocyte counts and 
haemoglobin value were unaffected, but the platelet 
count was sometimes reduced to about 100,000 per 
c.mm. The bone marrow was always hypoplastic. In 
the attacks, the more mature cells disappeared from the 
marrow. The plasma cells and lymphoid reticulum cells 
increased in number in the marrow, but normoblast and 
megakaryocyte counts were normal throughout. Treat- 
ment with nucleic acid derivatives, liver, vitamins, 
adrenaline, blood transfusion, and x-irradiation had no 
effect. Splenectomy produced only temporary relief. 
After 5 years’ observation the patient died [but the paper 
contains no necropsy report]. E. Neumark 


738. Urethane (Ethyl Carbamate) Therapy in Multiple 
Myeloma 

J. P. Loe and R. W. Runptes. Blood [Blood] 4, 
201-216, March, 1949. 3 figs., 32 refs. 


Four patients with multiple myelomatosis were treated 
with urethane in doses of 4 to 6 g. daily for periods up to 
2 months, the total dose ranging from 120 to 240 g. The 
period of subsequent observation varied from 7 to 13 
months. Three of the patients developed leucopenia, 
which disappeared after treatment was stopped, and 2 
relapsed and were given a second course of urethane. 

In general, clinical improvement occurred about the 
2nd or 3rd week, when pyrexia, pain, and acute symptoms 
began to subside, and 2 of the patients were able to do 
ordinary light work after 4 to 6 months. Haematological 
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improvement was noted at the same time, in that 
immature granulocytes and nucleated erythrocytes dis- 
appeared from the peripheral blood, and there was a 
ual improvement in erythrocyte count and haemo- 
bin level in subsequent weeks. The bone marrow 
showed a striking decrease in the number of plasma or 
myeloma cells in 3 cases while under treatment with 
urethane, the myeloma cells becoming very large in size 
and tending to clump together, while other morphological 
changes suggested a retarded or arrested growth. 
Abnormalities in the serum-protein levels became less 
marked or disappeared and albuminuria and Bence- 
Jones proteinuria (2 cases) became less frequent. There 
was no radiological evidence of skeletal recalcification, 
but at the same time there did not appear to be any 
rogression of the destructive lesions. 
John F. Wilkinson 


739. The Bence-Jones Protein of Multiple Myelo- 
matosis: its Methionine Content and its Possible Signifi- 
cance in Relation to the Aetiology of the Disease 

C. E. Dent and G. A. Rose. Biochemical Journal 
[Biochem. J.] 44, 610-618, 1949. 8 figs., 43 refs. 


Urine was collected from a patient with multiple 
myelomatosis who was excreting Bence-Jones protein. 
The protein content of the urine was estimated by 
precipitation by heating to 70°C. at acid pH. The 
precipitated protein was estimated gravimetrically. 
Large samples of protein were prepared from urine by a 
similar precipitating procedure after a treatment of the 
urine with active charcoal. The output of Bence-Jones 
protein was 34-5+10 g. per day. This was not affected 
by intake of a high-protein diet or by feeding the patient 
with Bence-Jones protein. Electrophoretically, the 
protein material isolated from the urine was typical 
Bence-Jones protein. Paper chromatographic analysis 
ofan acid hydrolysate of the protein showed the presence 
of all the common amino-acids except methionine and 
hydroxyproline. The presence of methionine could not 
be demonstrated by either chemical or microbiological 
methods. 

Rats fed on Bence-Jones protein as the sole source of 
amino-acids lost weight and lost appetite. These effects 
could be overcome by the addition of methionine to the 
diet. In composition the protein is very different from 
that normally synthesized by the body, in so far as methi- 
onine is absent from its structure. This brings it into line 
with a small group of proteins, such as insulin and tobacco 
Mosaic virus, which are also devoid of methionine. The 
suggestion is made that Bence-Jones protein actually 
forms the virus of multiple myelomatosis when combined 
with nucleic acid. J. Dawson 


RETICULO-ENDOTHELIAL SYSTEM 


140. Nitrogen Mustard Therapy in Reticuloses and 
Pulmonary Neoplasm: a Report on 44 Cases 

A. Brown and L. J. Davis. Glasgow Medical Journal 
[Glasg. med. J.] 30, 197-215, June, 1949. 4 figs., 11 refs. 


The authors report the treatment of 16 cases of pul- 
monary neoplasm, 16 cases of Hodgkin’s disease, and 
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12 of other disorders of the reticulo-endothelial system 
with methyl-bis-(8-chloroethyl)-amine hydrochloride 
given intravenously. These 44 patients were given their 
first courses of treatment in hospital, 0-1 to 0-125 mg. per 
kg. body weight being injected daily for 4 days. Some of 
the patients received more than one course of treatment, 
subsequent treatment being given to them in the out- 
patient department. 

In the Hodgkin’s disease group 7 patients benefited 
greatly from a single course and in 2 of these treatment 
was followed by rapid disappearance of the lymph- 
node enlargement. General health was improved 
and in one case a moderately severe anaemia dis- 
appeared without other treatment. In 2 cases the 
patient had been thought to be dying, but responded 
rapidly and returned to normal activity. Moderate 
results were obtained in 3 cases, and 5 patients failed to 
benefit from a single course. 

In the treatment of other reticuloses the authors did 
not observe any benefit in mycosis fungoides; medul- 
lary reticulosis, myelomatosis, chronic sub-leukaemic 
leukaemia, or acute leukaemia, but there was complete 
or partial remission during the period of observation in 
one case of follicular lymphoblastoma and 2 of lympho- 
sarcoma. In a proportion of the 16 cases of inoperable 
pulmonary neoplasm the drug had a marked palliative 
effect. 

The authors discuss the complications of treatment and 
its effect on the erythrocyte sedimentation rate. They 
conclude that in Hodgkin’s disease and allied conditions 
nitrogen mustard is of value, particularly in cases failing 
to respond satisfactorily to x-ray therapy, and suggest 
that its administration might be combined with, rather’ 
than substituted for, irradiation in some cases. 

John F. Wilkinson 


741. Lipocalcinogranulomatosis—a New Lipoidosis. 
(Die Lipocalcinogranulomatose—-eine neue Lipoidose) 
E. ANDREAS. Medizinische Klinik [Med. Klinik] 44, 
913-916, July 22, 1949. 1 fig. 


A case is described in which symmetrical firm tumours 
were situated just above the olecranon processes of each 
elbow. The patient, a child of 104, had had the lump in 
the left arm for a year, and in the right for 6 months. 
The tumours were attached to the deep structures, not 
to the skin, and there was some limitation of movement 
at the elbow-joints. 

Radiographs showed irregular, calcified masses in the 
region of the triceps tendons. Histologically, the 
** tumours ”’ consisted of areas of necrosis in the triceps 
muscle and tendon, with a deposit of doubly-refracting 
crystals and substances taking up fat stains. These areas 
were surrounded by epithelial cells and foreign-body 
giant cells. 

The concentration of lipid in the affected tendon was 
found to be 8 times the normal value; the author there- 
fore claims that the condition be regarded as a special 
form of lipidosis and compares the clinical and 
biochemical findings with those in other types. 

H. K. Goadby 
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742. Bronchial Dynamism 
S. Di Rienzo. Radiology [Radiology] 53, 168-186, 
Aug., 1949. 22 figs. 


From fluoroscopic observations during the introduc- 
tion of iodized oil into the bronchial tree, the author 
has found that the flow of the opaque substance into the 
trachea and major bronchi is controlled by gravity, but 
that in the first subdivisions of the main bronchi the flow 
is not progressively continuous, but pulsating and 
rhythmic with the respiration. When the bronchioles 
are reached progress is slower and is limited to the 
inspiratory phase. The inspiratory progress of the 
opaque medium is due solely to thoracic-alveolar aspira- 
tion, and thus pleuro-pulmonary disease interferes with 
filling. 

The bronchi undergo variations in calibre, variations 
which may affect the whole length of the bronchus or a 
segment. Normally the bronchial calibre changes during 
respiratory movement, increasing during inspiration, 
and decreasing during expiration ; such expansion and 
contraction is uniform all along the bronchus. At the 
end of expiration the reduction of calibre is accentuated 
at the roots of the branches, especially those of the 
second and third order. This latter contraction is very 
obvious in patients with chronic bronchitis and in those 
suffering from asthma or allergy, and the author claims 
that this is an example of true sphincter action. 

Observations during the act of coughing show that the 
bronchus does not bend or shrink, as would happen if the 
expulsion of air and secretions were due to lung contrac- 
tion. The author noted also that cough may take place 
separately in each lung or even in each lobe, and that, 
although there is expulsion of foreign material from the 
bronchial tree, opaque matter in the oesophagus is not 
affected. He claims, therefore, that the process is an 
active ejaculatiom due to dynamic action of the bronchial 
mucous membrane, which expels air or secretions 
by means of a high-speed peristaltic wave, and not a 
simple thoraco-diaphragmatic hypertensive phenomenon. 
The efficiency of the act of coughing, therefore, depends on 
the integrity of the mucosa, and where this has been 
destroyed or inflamed there will be retention of secre- 
tions. It is suggested that such retention of secretion in 
dilated bronchi indicates that the process is irreversible; 
surgical intervention is therefore indicated. If there is 
no such retention in dilated bronchi the condition is 
reversible, and therefore amenable to medical treatment. 

L. G. Blair 


743. “ Egg Shell ’’ Calcifications in Silicosis 

C. E. Grayson and H. BLuMENFELD. Radiology 

[Radiology] 53, 216-226, Aug., 1949. 10 figs., 10 refs. 
Out of a total of 88 cases of silicosis, the authors 

demonstrated ‘“* egg-shell” calcification in 37 cases. 

These areas of calcification are circular or ovoid in shape, 


\ 


the calcium being deposited toward the periphery of the 
shadow. They are only found in lymph nodes. These 


- calcifications occur long after the original exposure and 


especially in the milder cases. The authors contend 

that these calcium deposits occur as a result of the action 

of silica without any superimposed tuberculous infection, 
L. G. Blair 


744. Active Bronchopulmonary Lithiasis 
E. FREEDMAN and J. H. BILLINGs. Radiology [Radiology] 
53, 203-215, Aug., 1949. 17 figs., bibliography 


The authors accept as examples of active broncho- 


‘pulmonary lithiasis those cases in which calcifications 


cause clinical symptoms. There are numerous ways in 
which broncholiths may form, but the overwhelming 
majority develop by perforation of calcific pulmonary 
foci or calcified lymph nodes into the bronchial tree, 
During perforation the bronchial wall is ulcerated, and 
haemorrhage is therefore extremely common. The 
broncholith may partially or completely obstruct a large 
or small bronchus with subsequent development of 
atelectasis, pneumonitis, bronchiectasis, or abscess, 
Pleural effusion, empyema, pneumothorax, or media- 
stinal emphysema may develop. The clinical manifesta- 
tions may therefore be manifold; there is no single 
clinical syndrome. Primary bronchial carcinoma is 
probably the condition most commonly suspected as the 
cause of the symptoms, and bronchoscopy is undoubtedly 
a most reliable method of reaching a diagnosis. 

The authors claim, however, that there are certain 
radiological features which should suggest the possibility 
of this condition. 'When shadows suggest carcinoma of 
the bronchus, atelectasis, lung abscess, or bronchiectasis 
peripheral to calcific deposits or with areas of calcifica- 
tion in their central portions, the radiologist should 
think of the possibility of active broncho-pulmonary 
lithiasis and suggest this diagnosis to the clinician. In 
triangular areas of atelectasis, the calcification is fre- 
quently situated at the apex of the triangle. Tomography 
is an important diagnostic procedure, for it may reveal 
the stone lying in the lumen of the bronchus or demon- 
Strate calcifications in close relation to the bronchial wall, 
with secondary inflammatory changes peripheral to the 
point of obstruction. Bronchography is of decidedly less 
value than tomography. This report is based on the 
study of 7 cases seen during the past year. L. G. Blair 


745. Coccidioidomycosis. Persistence of Residual Pul- 
monary Lesions 

H. E. Bass, A. SCHOMER, and R. BERKE. Archives of 
Internal Medicine [Arch. intern. Med.} 82, 519-528, Dec., 
1948. 7 figs., 9 refs. 


The authors state that 80% of the long-term residents 
in an area in which coccidioidomycosis is endemic, and 
25% of the military personnel with several months 
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residence in the area, were infected; in 20 to 25% of cases 
the infection was clinically recognizable. 

A 2- to 5-year follow-up study is reported of infected 
soldiers who had been in the endemic area for from 3 
months to 2 years. In 20 cases residual pulmonary 
lesions were found, and 13 of these are described. 

The lesions were strikingly similar to those of tuber- 
culosis and in many cases had been mistaken for the 
latter. All types were encountered: nodular densities, 
cavities, mottled infiltration, fibrosis, pleural effusion, 
and calcification. With cavity formation there was no 
evidence of bronchogenic spread to other areas of the 
lungs, such as is seen in tuberculosis. The lesions 
showed little change over the 2- to 5-year period of 
observation. There was occasionally a negative reaction 
tococcidioidin, but serological tests are usually diagnostic, 
and spherules may be discovered in the sputum and in 
tissue-biopsy specimens. The diagnosis of coccidioido- 
mycosis was based on the following criteria: (1) a 
history of exposure in an endemic area; (2) radiological 
evidence of a pulmonary lesion, usually a solitary cavity 
of nodular density showing no change after prolonged 
observation; (3) a positive reaction to coccidioidin and 
absence of tubercle bacilli. 

One patient with a cavity had recurrent haemoptysis, 
one had an effusion, and another had disseminated 
coccidioidomycosis. For the most part, however, 
patients were asymptomatic. E. H. Hudson 


746. Pulmonary Insufficiency. III. A Study of 122 
Cases of Chronic Pulmonary Emphysema 

E. deF. BALDWIN, A. COURNAND, and D. W. RICHARDS. 
Medicine [Medicine, Baltimore] 28, 201-237, May, 1949. 
10 figs., 16 refs. 


This is a careful study, by means of elaborate physico- 
chemical methods, of over a hundred cases of chronic 
pulmonary emphysema with and without complicating 
heart failure. 

The cases were divided into four groups on the basis 
of arterial oxygen saturation and carbon-dioxide tension 
after a standard exercise tolerance test. Group 1 con- 
sisted of the least severe cases of uncomplicated emphy- 
sema, group 2 of the more severe cases, and group 3 of 
the most severe uncomplicated cases. Group 4 consisted 
of cases with cardiac enlargement and failure. 

In group | arterial oxygen saturation was normal, 
hyperventilation compensating for the reduction in 
breathing reserve. In group 2, although arterial carbon- 
dioxide tension was relatively normal, there was some 
reduction in arterial oxygen saturation, hyperventilation 
now being insufficient to compensate for the loss of 
breathing capacity. In group 3 arterial anoxia was 
accompanied by a rise in arterial carbon-dioxide tension, 
hyperventilation now being impossible because of the 
profound loss of breathing capacity. In group 4 
congestive heart failure and polycythaemia were present 
in addition to the features noted in group 3. [Detailed 
figures, tables, and case reports are given, and should 
be studied in the original by those interested.] 

Several practical points emerge from this study: 
(1) Factors which reduce air velocity within the lungs 


(such as bronchiolar obstruction and poor co-ordination 
of the respiratory muscles) seem to be more important 
in lowering the maximum breathing capacity than does 
a lowered vital capacity. Measurement of vital capacity 
in emphysema is not therefore an entirely reliable method 
of assessing ventilatory function. (2) Polycythaemia is 
unusual in patients with chronic pulmonary insufficiency 
unless there is also cardiac failure. (3) The continued 
daily use of bronchodilator drugs is of value in relieving 
bronchiolar obstruction and in diminishing the tendency 
to hyperinflation. Such drugs should be used regularly 
ia emphysema and not reserved only for acute asthmatic 
attacks. 

{It would have been informative if the authors had 
applied their methods to the study of maximum breath- 
ing capacity before and after different types of breathing 
exercises. ] John Forbes 


747. Employment of Penicillin in Pulmonary Suppura- 
tion. (K Bompocy NpHMeHeHHH 
HA HOCHHAX) 

M. Y. ELova and E. G. LeizerovskayA. Tepanes- 
TuyeckHH Apxus [Terap. Arkh.] 21, No. 4, 18-30, 
July—Aug., 1949. 5 figs., 22 refs. 


The authors investigated 126 cases (108 in men, 18 in 
women) of pulmonary suppuration treated by broncho- 
scopic aspiration and intratracheal administration of 
penicillin; 58 cases were treated by bronchoscopic 
aspiration only, and 68 by aspiration and penicillin 
(combined. method). Of the 126 cases 52 had been 
previously treated by intramuscular injection of penicillin 
to a total dose of 3 to 14 million units, with relapse in every 
case 4 to 8 weeks after the treatment had been stopped. 
A local analgesic, 3% dicaine with 5% ephedrine, was used 
to anaesthetize the larynx and the trachea. After aspira- 
tion of pus through the bronchoscope, 30 to 50 ml. 
0-5% antipyrin was introduced into the affected area 
in order to reduce hyperaemia and to liquefy the pus. 
After this, 50,000 to 100,000 units of penicillin were 
introduced into the same area. 

Of the 126 patients 54 were suffering from a lung 
abscess; 24 were treated by bronchoscopic aspiration and 
30 by the combined method. Of 32 with bronchiectasis 
and abscess, 15 were treated by bronchoscopic aspiration 
and 17 by the combined method. Of 40 with bronchiec- 
tasis and pneumonitis, 19 were treated by bronchoscopic 
aspiration and 21 by the combined method. On admis- 
sion all patients were seriously ill; after 2 to 5 broncho- 
scopic aspirations there was a’striking improvement in 
the general condition and this was greater in cases 
treated by the combined method than in the others. 
After 6 to 8 weeks and about 20 bronchoscopic aspirations 


' with or without penicillin “* practical cure ’’ was achieved 


(that is, patients were able to work). Of the 68 patients 
treated by the combined method 51 were practically 
cured after this time, the condition of 13 improved, and 
in 4 there was no change. Of the 58 patients treated by 
bronchial aspiration alone 39 were practically cured, 
the condition of 12 improved, and in 7 there was no 
change. In order to avoid relapse bronchoscopic 
aspirations were carried out in all cured cases 2 to 4 times 
a year. N. Chatelain 
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748. Respiration and Circulation in Pulmonary An- 
oxemia 

A. C. Taquini, J. C. Fascio.o, J. R. E. SUAREZ, and J. 
Cuiopi. Archives of Internal Medicine [Arch. intern. 
Med.]} 82, 534-577, Dec., 1948. 2 figs., bibliography. 


This is a long and rather involved article in which the 
authors compare the respiratory function of 18 patients, 
with different degrees of pulmonary fibrosis and em- 
physema, with that of normal subjects, in an effort to 
determine the influence of pulmonary anoxaemia on the 
mechanism of respiratory and circulatory regulation. In 
16 cases there was cyanosis and in 8 a fully developed 
Ayerza syndrome. 

The methods of investigation are described, and the 
technical difficulties of obtaining reliable results dis- 
cussed. The results, the authors claim, show that in the 
patients pulmonary ventilation was slightly increased, 
alveolar carbon dioxide increased, and oxygen tension 
lowered, these findings indicating impaired alveolar 
ventilation. The low efficiency was due to an uneven 
distribution of gases in the lung and to diminished tidal 
air. In the group with the Ayerza syndrome vital 
capacity was reduced because of the reduction of comple- 
mental air, reserve air being normal. Residual air was 
increased and the pulmonary capacity slightly reduced. 
The arterial oxygen dissociation curves were not altered. 
The oxygen capacity of blood varied inversely with the 
arterial oxygen pressure. The haematocrit values were 
increased more than haemoglobin values. The water 
content of erythrocytes was increased. Blood volume 
was increased, primarily by increase of erythrocyte 
volume. The increase was roughly related to the degree 
of anoxaemia. 

Arterial oxygen saturation and pressure were below 
normal in all cases. The oxygen content of arterial 
blood in the group with Ayerza’s disease was slightly 
above normal. The plasma alkali reserve was increased, 
and that of whole blood normal, because of the increase 
in erythrocyte volume. Carbon-dioxide pressure and 
total carbon-dioxide content of arterial blood were 
raised and the pH lowered, indicating a primary excess 
of the gas. Alveolar-arterial oxygen difference was 
increased, the increase being explained on the basis of 
unequal distribution of gases in the lung. Carbon- 
dioxide pressure between alveoli and blood was not 
definitely increased. 

The depression of ventilation produced by breathing 
pure oxygen suggests that the arterial anoxaemia was 
stimulating breathing, probably through the carotid and 
aortic bodies. Breathing pure oxygen for 17 to 30 
minutes increased the arterial carbon-dioxide pressure 
and decreased the pH. The arterial oxygen pressure 
rose to 300 mm. Hg (lower than normal), suggesting that 
anoxaemia is the result of uneven ventilation of the 
alveoli. 

Response to carbon-dioxide inhalation was less than 
normal. In 8 of 12 cases response was greater when 4% 
carbon dioxide in air was breathed than when 4% 
carbon dioxide in oxygen was inhaled, suggesting that 
anoxaemia had made the respiratory centre more 
sensitive to carbon dioxide. Oxygen pressure at tissue 


levels in patients without cardiac failure was approxi. 
mately normal. Venous pressure was above 150 mm, of 
water only in 4 cases of cardiac failure. The ether ang 
decholin circulation times were prolonged in almost 
every case. Cardiac output was normal in cages 
uncomplicated by cardiac failure. 

{For technical details the original article must be 
consulted.] E. H. Hudson 


See also Section Disorders of the Locomotor ang 
Osseous Systems, Abstract 845. 


749. Aureomycin in the Treatment of Primary Atypical 
Pneumonia 

M. FINLAND, H. S. CoLiins, and E. B. WELLS. New 
England Journal of Medicine |New Engl. J. Med.) 2A0, 
241-246, Feb. 17, 1949. 3 figs.,10 refs. 


The authors point out that primary atypical pneumonia 
is an established clinical entity, probably of virus origin, 
and so far without specific therapy. As aureomycin isa 
proved effective agent against many diseases with a virus 
aetiology, they tried its effects in 20 consecutive cases of 
severe primary atypical pneumonia. A capsule contain- 
ing 1 g. of crystalline aureomycin hydrochloride was given 
every 4 to 6 hours until the temperature became normal 
and every 6 to 8 hours for an additional 2 or 3 days, 
They describe the clinical and pathological features of the 
cases treated and note that cold agglutinins in a titre of 
1 in 160, or higher, were found in all cases. They found 
that the temperature fell to normal in all cases within 
36 hours of administration of the first dose and no 
relapse occurred. This fall was accompanied by loss 
of toxic symptoms and improvement in the lung lesion. 
Résumés, with comments, of the case histories of 4 
patients are given. The authors claim that the rapid 
improvement in all respects which occurred in every case 
under treatment by the method described provides con- 
vincing evidence of the value of the drug in this disease. 

F. H. Young 


750. Correlation Between the Roentgenologic and 
Pathologic Findings in Chronic Pneumonitis of the 
Cholesterol Type 

L. L. Roppins and R.C. SNiFFEN. Radiology [Radiology) 
53, 187-202, Aug., 1949. 15 figs., 22 refs. 


In this condition the lung is involved in chronic 
interstitial inflammation in which the exudate is largely 
composed of mononuclear cells filled with cholesterol 
and cholesterol esters. This type of pneumonitis is 
common in the presence of bronchial obstruction and is 
often found in small localized areas in such chronic 
infections as bronchiectasis, pulmonary abscess, and 
tuberculosis. In the cases reported, however, no major 
bronchial obstruction or significant co-existent lung 
disease could be demonstrated radiologically or 
anatomically in the area of pneumonitis. The study is 
based on 11 such cases seen over a period of 4 years, all 
but one of the patients being males. In more than half 
the cases the onset of the illness was quite acute with pain, 
cough, fever, and sputum. In the others the onset was 
insidious, with gradual development of cough, sputum, 
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night sweats, and weight loss. In only 3 cases was there 
frank haemoptysis. There was no significant bacterio- 
logical finding. 

The duration of symptoms from onset to the time of 
operation varied from 1} to 5 years. Treatment was by 
resection, because the lesion often could not be dif- 
ferentiated from tumour and appeared to extend with 
time. 

There were two radiological types. In 5 cases there was 
rather extensive involvement of a whole lobe associated 
with a moderate amount of collapse, the shadow tended 
to be homogeneous, and the bronchi did not appear to be 
particularly dilated. In 6 cases the area of increased 
density only involved a part of one or more segments of a 
lobe and the shadow was seen to lie against the pleura, 
either peripherally or along a fissure, the long dimension 
being parallel with the pleural surface. The margin 
away from the pleura was rounded or lobulated and 
shatply defined. Again, the bronchi either appeared 
normal or were only slightly dilated. In both types there 
was occasional evidence of pleural reaction (thickening 
or effusion), hilar and mediastinal lymph nodes were 
sometimes enlarged, and in rare instances small cavities 
were observed. 

In the radiological differential diagnosis the most 
common alternatives to be considered are tumour, lung 
abscess, and infarct. In the first type differentiation 
from neoplasm may be impossible but in the second type, — 
because the distribution is not completely segmental, 
neoplasm can frequently be excluded. In this type also, 
if iodized oil is introduced, several small bronchi may be 
seen to be obstructed, again suggesting the inflammatory 
nature of the process. In lung abscess, cavity formation 
is a much more prominent feature, and as a rule the 
cavities are considerably larger. The shadow caused by 
cholesterol pneumonitis may be identical with that of 
pulmonary infarction, but the subsequent behaviour 
of the lesion should help in differentiation. L. G. Blair 


751. Coexistent Bronchogenic Carcinoma and Active 
Pulmonary Tuberculosis 

E. Rossins and G. SILVERMAN. Cancer [Cancer] 2, 
65-97, Jan., 1949. 50 figs., 18 refs. 


A description is given of 11 cases of co-existent 
bronchogenic carcinoma and active pulmonary tuber- 
culosis found among 6,500 consecutive necropsies at 
Queen’s Genzral Hospital and 400 at the Triboro 
Hospital for Tuberculosis, Long Island. Case histories 
and comments, together with good reproductions of 
photomicrographs and radiographs, are given. The 
cases fall into two groups, those in which the carcinoma 
and those in which the tuberculosis was the prominent 
feature. It is suggested that in the former group 
tuberculosis may be brought on by the general debilitat- 
ing and local destructive effect of the carcinoma. In the 
latter group it is concluded that the co-existence is 
purely coincidental; there is no demonstrable causal 
telation between the two diseases. The authors feel that 
this co-existence is likely to become more common 
because men with tuberculosis are now living to an age at 
Which carcinoma iscommon. This possibility should be 
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envisaged in atypical cases, especially in cases in which 
tuberculous patients have severe chest pain. 
F. H. Young 


752. Pulmonary Adenomatosis of Man. A Review of 
the Literature and a Report of Nine Cases 

L. L. Swan. Archives of Pathology {Arch. Path.) 47, 
517-544, June, 1949. 15 figs., bibliography. 


Nine cases of so-called alveolar-celled tumour were 
found among the records of 900 pulmonary neoplasms 
in the U.S. Army Institute of Pathology, and 27 other 
cases have been collected to add to those already described 
by Neubuerger and Geever (Arch. Path., 1942, 33, 551). 
Microscopical examination revealed tall columnar cells 
investing the alveolar walls, often with mucus-produc- 
tion and having papillary processes. Metastases in the 
peribronchial lymphatics were found in 4 cases, although 
elsewhere they were visible to the naked eve in only one 
instance. The author discusses the relationship of the 
disease to jagziekte in sheep and similar lesions in horses 
and mice, and adduces evidence to support the view 
that these tumours arise in the alveolar epithelium and 
have cancerous potentialities. E. T. Ruston 


See also Section Radiology, Abstract 603. 


753. Sterile Serous Effusions in Cases of Lobar 
Pneumonia Treated with Sulphonamides 

R. C. Nairn. Thorax [Thorax] 4, 101-104, June, 1949. 
17 refs. 


The purpose of this study was to assess the value of 
routine clinical and pathological investigations in estab- 
lishing the aetiology of serous effusions with particular 
reference to those developing after lobar pneumonia 
which had been treated with sulphonamides. The 
clinical and pathological findings in 10 such cases were 
compared with those in 21 cases of tuberculous serous 
effusion, 9 of effusion due to intrathoracic carcinoma, and 
10 of effusion of indeterminate origin. The history of the 
initial illness proved valuable in diagnosis, since it 
showed that there had been lobar pneumonia in 7 post- 
pneumonic cases and in none of the others, while in 9 of 
the pneumonic cases there had been great improve- 
ment with sulphonamides, a finding much less frequent 
and less marked in the other groups. The duration 
of the previous illness was in general shorter in the 
pneumonic than in the other groups. The pathological 
investigations carried out on the pleural fluid consisted 
of: macroscopical examination; total and differential 
cell counts; sodium chloride estimation; and bacteri- 
ology. The erythrocyte sedimentation rate was also 
measured in most cases. Routine laboratory methods 
were employed as far as possible. 

It was found that in no case could a diagnosis of post- 
pneumonic effusion be made by immediate simple 
methods of pathological investigation alone. The total 
and differential cell count bore no relation to the diag- 
nosis and apart from direct bacteriological examination, 
which revealed tubercle bacilli in 2 cases, the other 
immediate methods of examination gave equally value- 
less results. T. M. Pollock 
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754. Developmental Opacities of Teeth in a New Eng- 
land Community. Their Relation to Fluorine Toxicosis 
V.O. HuRME. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 77, 61-75, Jan., 1949. 4 figs., 
26 refs. 


As fluorine is being used more and more as a preventa- 
tive of dental decay it is important that evidence of 
fluorine poisoning should be readily recognized. The 
present paper deals with some of the difficulties that arise 
when opacities of the teeth are regarded as signs of 
fluorine toxicosis. The author describes the appearance 
of the two recognized types of opacity—‘* mottled 
enamel ”’ and so-called ‘* white spots”’. He has analysed 
the dental records of 170 persons between the ages of 13 
and 31 with particular attention to the occurrence of 
discrete rounded opacities and of opacities of an entire 
crown where the appearance of the tooth concerned 
differed distinctly from the normal teeth in the mouth. 
Little attention was paid to the interproximal surfaces. 
The conclusion drawn from the investigation is that white 
spots are not reliable signs of chronic dental fluorosis and 
that there is an acute need for a reconsideration of the 
classification of enamel hypoplasia. Experimental study 
of the physiology of the dental pulp is needed before 
opacities of the teeth can be regarded as of value in the 
diagnosis of fluorine toxicosis. 

(Unfortunately, only one formal reference is given in 
this paper to others of the same type. It is rather strange 
that Lady Mellanby’s investigations are not referred to.] 

D. Robertson- Ritchie 
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755. A Post-investigation of 687 Medically Treated 
Cases of Peptic Ulcer. [In English] 

H. MAcMros and T. HIERTONN. Acta Medica Scandi- 
navica [Acta med. scand.] 133, 229-252, 1949. 2 figs., 
16 refs. 


Having reviewed previous similar investigations, the 
authors describe a series of 687 cases of peptic ulcer from 
the Orebro Central Hospital, Sweden. There were 192 
cases of gastric and 495 of duodenal ulcer, observed for 
at least 7 years, and all received a course of medical 
treatment in hospital at the start of this period. Diag- 
nosis was by radiological demonstration of the ulcer 
niche or deformity. Results show that 31% of patients 
remain symptom free or suffer slight occasional dis- 
comfort; 19% suffer more severe attacks of pain not 
requiring further hospital treatment; 40° have recur- 
rences necessitating further admission and either surgical 
or medical treatment; 3-9% have died from causes 
attributable to peptic ulceration. Of the deaths 74% 
occurred during the first year of observation and were 
mostly associated with operation. The course of 
duodenal ulceration is rather less favourable than that 


‘ness 3 to 4 hours after a meal. 


of the gastric variety, with an increased liability to 
recurrence; the course becomes less favourable as the 
length of history increases; the prognosis as regards the 
recurrence rate in both types is not influenced by age or 
sex, but the mortality rate is higher in older patients; 
the relapse rate is evenly distributed throughout the age 
groups. No definite cases of carcinomatous change in a 
peptic ulcer were seen. Severe haemorrhage occurred 
in 18% of cases and was much more frequent in cases of 
gastric ulceration; with non-bleeding ulcers there was a 
greater liability to recurrence of slight symptoms than 
with bleeding ones. It is considered that the course of 
peptic ulcer is not in the long run affected by medical 
treatment, which, though resulting in healing of the 
ulcer, does not influence the recurrence rate. The 
importance of environmental and emotional factors is 
emphasized as being equal to that of diet in prophylaxis, 
C. R. Knappett 


756. Glucose Tolerance in Patients with a Peptic Ulcer 
W. D. Piatt, L. B. Dotti, and R.S. BEEKMAN. Gastro- 
enterology [Gastroenterology] 13, 20-30, July, 1949, 
2 figs., 33 refs. 


Six-hour glucose tolerance tests were carried out on 
31 patients with peptic ulcer and on 32 healthy controls. 
In patients with ulcer the hyperglycaemic peak (mean 
value 182 mg. per 100 ml.) was reached at 1 hour and in 
the controls (mean value 148 mg. per 100 ml.) half an 
hour after the ingestion of 100 g. of glucose. Blood 
samples were taken at 15-minute intervals during 
the third and fourth hours in order to obtain an 
accurate picture of the hypoglycaemic phase. The 
depth of hypoglycaemia did not differ significantly in 
patients and controls, but minimum values for patients 
were on the average lower than those in the control 
group. 

The majority of patients with ulcer had complained of 
hunger and pain with headache, weakness, and drowsi- 
These symptoms were 
experienced by most patients and controls during the 
third and fourth hours of the tolerance test, that is, during 
the phase of hypoglycaemia. The physiological mech- 
anisms of this feature are discussed at length, and the 
authors conclude that the abnormal glucose tolerance in 
patients with ulcer depended on faulty post-absorptive 
utilization of glucose. G. B. Forbes 


757. Antipeptic and Antacid Therapy. With Special 
Reference to Adsorbent Complexes of Calcium and 
Magnesium Phosphates 

N. Mutcu. Lancet [Lancet] 1, 859-863, May 21, 1949. 
6 figs., 9 refs. 


The present position of antacid therapy is briefly 
discussed and it is pointed out that the administration of 
alkalis will not reduce and maintain acidity below the 
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level of peptic activity. Pepsin is considered to have an 
adverse effect on the base of a peptic ulcer but the action 
of pepsin can be abolished by over-neutralization of acid 
to pH values of 5 or more, or it can be removed from 
solution by certain substances amongst which are 
“ activated ’’ calcium and magnesium phosphates, that 
is, complexes of hydrated silica and tribasic calcium or 
magnesium phosphate. The adsorptive properties of 
these ‘‘ activated’’ phosphates were demonstrated by 
their behaviour towards 0-194 aqueous methylene blue, 
the adsorptive powers of the silica in association with 
phosphates being shown to be greater than those of free 
silica or of the phosphates separately. 

Tests were also carried out on solutions of the complexes 

to which 1 ml. N.HCI was added every 5 minutes in an 
endeavour to simulate the effect of the continual secre- 
tion of acid after the intake of a single dose of the drug. 
These tests demonstrated the buffering power of the 
phosphates inthe solution. 
- Clinically it was found that with a dose of 7 g. 
“activated ’’ calcium or magnesium phosphate the pH 
in the stomach could be kept below 4 for about an hour, 
doubling the dose making little difference to this length 
of time. Doses of 2 drachms (7 g.) “* activated ’’ calcium 
and magnesium phosphate were given every 2 hours to 
13 patients with peptic ulcer and the results were recorded 
as being excellent. J. B. Wilson 


758. The Treatment of Chronic Gastritis with “ 3277 
RP” (“ Phenergan’’). (Le traitement des gastrites 
chroniques par le 3277 RP (phenergan) ) 

R. Catron, P. FRUMUSAN, G. BRULE, and R. Cousin. 
Archives des Maladies de I’ Appareil Digestif [Arch. Mal. 
Appar. dig.] 38, 449-459, May-June, 1949. 12 refs. 


“ Phenergan ’’ (3277 RP) is a synthetic antihistamine 
drug which has a powerful local analgesic action and also, 
under certain circumstances, reduces capillary permea- 
bility. Seven patients suffering from gastritis, some with 
symptoms which had resisted treatment for several 
months, were immediately relieved when a tablet of 
phenergan (25 mg.) was given before each meal. Treat- 
ment was continued for 1 to 2 weeks. A relapse some- 
times occurred when treatment was stopped, but a 
further course led to a more lasting cure. [The length of 
follow-up is not stated, but most of the patients were 
treated only towards the end of 1948 and the paper was 
presented on March 14, 1949.] The authors ascribe the 
tapidity of action of phenergan to its analgesic properties, 
and its late curative effects to its power of reducing 
local oedema. Denys Jennings 


759. Suppression of Gastric Acidity with Beta Particles 


of P22 
N. Simon. Science [Science] 109, 563-564, June 3, 1949. 
1 fig., 3 refs. 


For a long time it has been obvious that the technical 
problem of producing achlorhydria by irradiation could 
best be solved by low-energy radiation with little depth 
of penetration directly applied to the gastric mucosa by 
means of an inflatable rubber balloon. This has now 
been accomplished. A thin rubber bag is sprayed with 
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rubber cement and then covered with flocks of cotton 
fibres to produce a felt-like surface. The felt is im- 
pregnated with P** by repeated dippings and dryings. 
The whole is covered with a rubber condom, which 
absorbs only about 4% of the beta activity. Such a 
balloon was introduced into Heidenhain pouches in 
5 dogs and a dose equivalent to 20,000 to 25,000 r was 
given to the superficial 1 mm. of mucosa. Owing to the 
low penetration of the radiation the dose at a depth of 
3 mm. was about 5,000 r, and at a depth of 8 mm.—that 
is, on the serosal surface—the dose was only about 
500 r. (Such a dose produced no recognizable change in 
the serosa, still less in neighbouring organs.). A few 
weeks after irradiation the quantity of acid secreted 
ranged from zero to less than 10°%% of the pre-irradiation 
amounts. The longest period of observation was 125 
days, and in one dog there was some return of secretion 
after 90 days. When the animal was killed 14 days 
later there was an ulcer at the site of a previous punch 
biopsy. 

[The risk of applying this technique to man lies in the 
fact that, whatever the aetiology of duodenal ulcer, the 
principal factor leading to gastric ulcer is a loss of 
mucosal resistance. There is a real risk of producing 
gastric ulcer by irradiation, especially if at some points 
highly acid secretion from only slightly irradiated 
mucosa comes in contact with heavily irradiated mucosa.] 

Denys Jennings 


760. The Action of Histamine on Hydrochloric Acid and 
Pepsin Secretion in Man 

C. A. ASHFORD, H. HELLER, and G. A. SMART. British 
Journal. of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.) 4, 153-156, June, 1949. 1 fig., 24 refs. 


An attempt is made to explain the conflicting evidence 
as regards the gastric secretion of pepsin following 
injection of histamine. Fourteen experiments on 12 
normal human subjects and 2 with gastric ulcer showed 
that the injection of 0-54 mg. of histamine base caused a - 
marked rise in pepsin output as compared with the 
output measured during a 30-minute resting period 
before the injection. Patients with gastric ulcer 
responded in the same way. The authors suggest that 
this response may be peculiar to the human stomach, and 
they also stress that many previous workers in this field 
have studied only pepsin concentration and not pepsin 
output. These facts, they suggest, may explain previous 
conflicting reports on the effects of histamine injection on 
pepsin secretion. John Naish 


761. The Effect of Antihistamine Substances on Gastric 
Secretion in Man 

C. A. AsHFrorD, H. HELLER, and G. A. SMart. British 
Journal of Pharmacology and Chemotherapy (Brit. J. 
Pharmacol. 4, 157-161, June, 1949. 3 figs., 12 refs. 


Twelve normal human subjects were each used twice 
in well-controlled experiments to study the effect of anti- 
histamine substances on the gastric acid and pepsin 
secretion provoked by histamine. The results show that 
the acid or pepsin secretion is not decreased by “* bena- 
dryl”’, “‘ antistin or anthisan in therapeutic doses, 


= 
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although in some subjects it was increased. Anti- 
histamine substances alone failed to cause marked 
alterations. John Naish 


762. Effect of Some Drugs on the Clinical and Radio- 
‘logical Picture of Cardiospasm. (Azione di alcuni 
farmaci sul quadro clinico e radiologico del cardio- 
spasmo) 

E. Bocca. Minerva Medica [Minerva med., Torino] 1, 
684-690, May 12, 1949. 10 figs., bibliography. 


The author investigated the effect of various substances 
on the radiological and clinical picture of cardiospasm. 
Drugs acting on the autonomic nervous system, drugs 
acting directly on smooth muscle, and aneurin were used 
in 15 cases of conditions ranging from achalasia to mega- 
oesophagus. Atropine, adrenaline, and ephedrine were 
without effect. Acetylcholine and its derivatives as well 
as physostigmine increased peristalsis. Their action, 
however, was unreliable. Aneurin helped only in one 
case. The nitrites were tried in 12 cases, including 3 of 
mega-oesphagus with achalasia of long standing, 4 to 6 
drops of amy! nitrite being inhaled after the taking of the 
Opaque meal. Nine cases responded well with rapid 
descent of the barium into the stomach. Of the 3 cases 
that did not respond 2 were associated with a gastric 
ulcer near the cardia, and the third was of long-standing 
mega-oesophagus with stenosis of the cardia. 

The author discusses the aetiological, diagnostic, and 
therapeutic aspects of this syndrome. He believes that 
the majority of cases are due to achalasia. He finds 
himself, however, unable to accept the view that in most 
cases the achalasia is due to degeneration of the intra- 
mural nerve plexus. He considers the disturbance in 
this plexus to be purely functional, the primary lesion 
being in the cerebral cortex or the diencephalon. He 
maintains that cases of mega-oesophagus not associated 
with any obstruction of the cardia are due to congenital 
atony of the musculature and constitute a separate entity. 
In treatment, aneurin is advocated only for obvious 
vitamin deficiencies. The nitrites were found extremely 
helpful in the management of this syndrome, 2 to 4 drops 
of a 1°%% solution of glyceryl trinitrate being given 10 
minutes before meals. Five out of 6 cases responded 
well. There were no toxic side effects. [The author’s 
view on aetiology differs from that generally held in 
Britain. British workers consider that fibrosis of the 
intramural plexus is the immediate cause of dysfunction 
of the oesophagus, a view based on histological findings. 
It is strange that in spite of his extensive perusal of the 
Anglo-American literature the author does not mention 
octyl nitrite, which is now generally regarded as the most 
satisfactory representative of the nitrite group for the 
management of this syndrome. ] R. Schneider 


INTESTINES 
763. The Prognosis and Treatment of Sprue in India 
K. D. Keese. British Medical Journal (Brit. med. J.) 1, 


986-989, June 4, 1949. 4 refs. 


This paper records a follow-up of a number of cases of 
sprue treated by the author in India in 1945-6. Not all 
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patients have subsequently been examined by the same 
observer, and some have been lost sight of. The number 
of patients originally treated was 62, of whom some were 
given high-protein, low-fat diets, and some parenteral 
liver injections in addition; the dose used was 10 ml, 
daily for 4 days of a crude (Indian) preparation, followed 
by 4 ml. daily for some weeks. The author discusses the 
possible action of liver extracts and the criteria of remis- 
sion in this disease, rightly emphasizing its inherent 
tendency to undergo cyclical relapses and remissions, 
Liver treatment is, of course, dramatically successful in 
relapse, but of little obvious value during remission. The 
figures of the cases followed up have not been statistically 
analysed, but in general it appears that about half the 
patients have remained well for 2 years in England 
whether they had been given liver extract initially or not. 
[No details are given of the duration of the illness be- 
fore the original course of treatment, and no full account 
of the severity of the initial phase in relation to ultimate 
prognosis. The results of treatment have been assessed 
at 2 years by the criteria of loss of work and need for 
hospital treatment, but no clinical details of results of 
examination are given.] Thomas Hunt 


764. Observations on the Proteolytic Activity in vitro 
at Neutral Reaction of Gastric Juice from Patients with 
Sprue 

H. J. Fox. Journal of Clinical Investigation [J. clin. 
Invest.] 28, 687-689, July, 1949. 7 refs. 


Equal quantities of gastric juice and of a 1% casein 
solution were incubated at 37:5°C. and pH 7-4, and 
samples taken immediately, after 4 hours, and after 
24 hours, for formal titration of amino nitrogen and 
determination of total filterable nitrogen (see Taylor 
et al., Proc. Soc. exp. Biol., N.Y., 1937, 36, 566). The 
proteolytic activity was judged from the increase in 
filterable nitrogen in mg. per 100 ml. of digest. 

The gastric juice from 10 normal patients showed a 
proteolytic activity that could not be attributed to either 
trypsin or pepsin. Similar activity was observed in 
6 cases of sprue in remission, but the effect was greatly 
reduced in 5 cases of sprue in relapse. The absence of 
proteolysis in patients with pernicious anaemia suggests 
that the deficiency of intrinsic factor so characteristic 
of pernicious anaemia may also occur in sprue in 
relapse. In two non-anaemic normal subjects with 
tonsillitis and sinusitis proteolysis was also considerably 
inhibited. J. E. Page 


765. Absorption of Unemulsified and Emulsified Vita- 
min A in Sprue 

H. J. Fox. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 34, 1140-1144, Aug., 1949. 5 refs. 


The author studied 6 patients with sprue in remission 
and 8 patients with active sprue; 8 normal subjects were 
used as controls. Estimation of the vitamin-A content 
of the blood showed that 200,000 international units 
of vitamin A in fish oil was well absorbed by the control 
subjects and (with one exception) equally well by the 
patients with sprue in remission. The patients with 
active sprue, however, absorbed very little. Administra- 
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tion of an emulsion of vitamin-A acetate resulted in an 
increased absorption of vitamin A in the normal subjects 
and a similar absorption in all but one of the patients 
with active sprue. It is possible that the increased 
absorption in active sprue was due to the fact that the 
yitamin was in the form of the acetate, but it is considered 
more likely that it was due to the presence of the emulsi- 
fying agent. It is suggested that patients with active 
sprue require the addition of such an agent to their diet 
to promote the absorption of fats and fat-soluble 
substances. J. Yudkin 


766. Pneumatosis Cystoides Intestinalis. A Case of 
Cystic Pneumatosis of the Sigmoid. (La pneumatose 
kystique intestinale. Un cas de pneumatose kystique 
du sigmoide) 

J. RACHET, J. CHARRIER, A. BussoN, and R. MOLEs. 
Archives des Maladies de l’ Appareil Digestif [Arch. Mal. 
Appar. dig.) 38, 318-330, May-June, 1949. 3 figs., 
28 refs. 


A 41-year-old woman had a 5-month history of 
diarrhoea with blood and mucus, but on examination 
by x rays and sigmoidoscopy no lesion was found. Some 
improvement followed the administration of bismuth, 
but 4 months later there was a severe relapse with 
colicky pains and tenesmus. This time a sigmoidoscope, 
passed to 30 cm., showed some odd-looking semitrans- 
lucent polypi. A barium enema failed to outline the 
polypi, but there was an elongated sigmoid colon 
extending up into the left hypochondrium, the distal half 
appearing rigid. Although biopsy of the polypi revealed 
no evidence of malignancy, operation was decided on. 
At laparotomy the polypi could be felt through the wall 
of the sigmoid, and a left hemicolectomy was accordingly 
carried out. The piece removed measured 65 cm. in 
leagth without stretching, and on opening it 25 cm. was 
found to be involved with sessile polypi about the size of 
raisins. The diagnosis was made only when a polypus 
was punctured and the gas escaped. [The composition 
of the gas is not stated.] On microscopy the cysts were 
found to be limited to the submucosa and there was no 
evidence of surrounding inflammation. The walls of the 
cysts consisted of connective-tissue fibres and smooth 
muscle. There was a lining of large, clear, acidophil, 
endothelial-type cells, which in part were detached and 
occupied the lumen. The pathologist considered that 
the cysts were probably dilated lymphatics. The patient 
made an uneventful recovery. 

There is a good review of the literature and discussion 
of the various theories of pathogenesis. No conclusion 
is reached, but the authors suggest a congenital origin in 
their case. The objection to the usual mechanical theory 
is that the cysts do not appear to communicate, no lesion 
of the mucosa can be demonstrated, and attempts to 
produce the same appearance in experimental animals 
have failed. The objection to the theory of a congenital 
origin is that in some of these patients who have been 
re-operated on after several years the lesion has com- 
pletely disappeared. Denys Jennings 


See also Section Radiology, Abstract 607. 


LIVER 


LIVER 


767. Nutritional Disease of the Liver 

I. J. Woop, H. W. GARLIcK, R. MOTTERAM, S. WEIDEN, 
A. Moore, M. Mackay, and C. N. TURNER. Medical 
Journal of Australia [Med. J. Aust.) 1, 541-547, April 23, 
1949. 1 fig., 25 refs. 

Eighteen cases of nutritional disease of the liver are 
discussed, and results of biochemical and aspiration- 
biopsy investigations described. In 14 of these cases 
there was a basis of chronic alcoholism, the importance 
of obtaining a history from collateral sources being 
stressed. Clinically, the main symptoms were increasing 
lassitude, weakness, impairment of intelligence, poor 
appetite, and nausea. Jaundice, if present, was usually 
slight. In a few cases it was more marked, especially 
during relapses which were most commonly caused by 
alcoholic bouts or intercurrent infection. Haematemesis 
was sometimes present. The liver was usually enlarged 
and tender, especially during relapses. 

Aspiration biopsy examination revealed varying degrees 
of fatty accumulation, cellular necrosis, and fibrosis; 
these findings agree with other reports on nutritional 
changes of the liver in man and animals. Alcohol was 
presumed to act mainly by reducing the desire for food. 
Results of liver function tests varied with the severity of 
the disease. In the early stages they were within normal 
limits. Later, excretion of hippuric acid was impaired, 
and in advanced stages the albumin-globulin ‘ratio was 
reversed. 

The medical treatment was largely a matter of dietary 
control together with addition of vitamins and lipo- 
tropic substances (choline and methionine). Satis- 
factory clinical improvement was noted in nearly all cases. 
The need for control of intercurrent infections is empha- 
sized. The authors believe that in the earliest stages the 
hepatic lesions are reversible; the main difficulty lies in 
the diagnosis of nutritional disease of the liver. 

W. H. Horner Andrews 


768. Flocculation Tests in the Diagnosis of Hepato- 
biliary Disease 

F. STEIGMANN, H. Popper, R. HERNANDEZ, and B. 
SHULMAN. Gastroenterology [Gastroenterology] 13, 9- 
19, July, 1949. 2 figs., 21 refs. 


Six different types of flocculation test were performed 
on sera from patients with liver disease, from patients 
with a variety of non-hepatic diseases, and from healthy 
subjects. The following flocculation tests were 
employed: (1) cephalin-cholesterol test; (2) thymol 
turbidity test; (3) thymol flocculation test; (4) Gros. 
test (based on a titration of diluted serum with Hayem’s 
solution until flocculation develops); (5) Takata-Ara 
test; (6) zinc sulphate turbidity test (Kunkel, Proc. Soc. 
exp. Biol., N. ¥., 1947, 66, 217). 

All tests were of value in differentiating jaundice due 
to surgical conditions from other types, giving normal or 
slightly abnormal reactions in most cases of extrahepatic 
bile duct obstruction and markedly abnormal flocculation 
in most cases of toxic and infective hepatitis and cir- 
rhosis. The cephalin test was the most specific when 


180 DIGESTIVE DISORDERS 


positive, indicating liver-cell damage due to primary 
hepatitis, and the zinc sulphate turbidity test was most 
specific when negative in jaundiced patients, indicating 
that the jaundice was due to a surgical condition. The 
tests were of little value in distinguishing cirrhosis from 
acute hepatitis. 

In a considerable number of healthy subjects and 
patients not suffering from disease of the hepato-biliary 
tract results of all the flocculation tests, in particular the 
zinc sulphate test, were abnormal. G. B. Forbes 


769. Further Observations on the Production and Pre- | 


vention of Dietary Hepatic Injury in Rats 

P. GyOrcy and H. Journal of Experimental 
Medicine [J. exp. Med.] 89, 245-268, Feb., 1949. Biblio- 
graphy. 

The authors present a comprehensive review of their 
work on nutritional hepatic injury, based on observations 
through 9 years on 1,922 rats.. This work appears to 
resolve some of the discrepancies in the findings and 
views of different groups of workers. 

The view that acute massive and zonal necrosis and 
diffuse zonal necrosis are two distinct forms of hepatic 
injury, the former being specifically due to lack of the 
sulphur-containing amino-acids (cystine and its pre- 
cursor, methionine), the latter being secondary to chronic 
fat infiltration resulting from lack of lipotropic substances 
(that is, choline and its precursors, including methionine), 
has to be modified in the light of some new findings. 

Tocopherol appears to be an additional protective 
dietary factor. It was found by Schwarz (Z. physiol. 
Chem., 1944, 281, 101, 109), and independently by the 
authors, that deficiency of cystine and methionine alone 
is not sufficient for the development of acute massive 
zonal necrosis. Tocopherol may compensate for the 


absence of sulphur-containing amino-acids, cystine 
and/or methionine, and vice versa. 
The quality of dietary fat plays a part. Cod-liver oil, 


and to some extent also lard, with their high content of 
unsaturated fatty acids, enhance the development of acute 
massive and zonal necrosis, probably by promoting 
destruction of tocopherol in the body, whereas fats low 
in unsaturated fatty acids retard or prevent the develop- 
ment of massive hepatic necrosis. 

The authors consider that the peculiar interrelation 
between cystine and tocopherol in the prevention of 
necrosis, and their detoxifying action on certain hepato- 
toxins and related poisons (carbon tetrachloride and 
butter yellow) make it unlikely that pure deficiency is the 
basis of smassive hepatic necrosis. They suggest that 
cystine and tocopherol may be able to neutralize some 
unrecognized endogenous metabolic poison. They 
believe it impossible, in hepatic necrosis, to distinguish 
between mechanisms based primarily on deficiency or 
intoxication. 

In contradistinction to zonal or massive hepatic 
necrosis, diffuse hepatic fibrosis can be fairly regularly 
produced in rats. Development of cirrhosis is favoured 
by a diet low in lipotropic factors (choline, methionine, or 
methionine-containing protein, such as casein): certain 
fats such as lard, cod-liver oil (not counteracted by toco- 


pherol, even in large doses), and cystine enhance this 
effect. 

The pigment ceroid is not an essential and important 
feature of dietary cirrhosis; its presence depends ona diet 
content of fats with a high proportion of unsaturated 
fatty acids (cod-liver oil, lard) and its formation is not 
prevented by tocopherol. The fibrotic changes in 
experimental dietary cirrhosis do not begin in the porta] 
spaces but close to the central veins; they are at first 
non-portal, but in later stages may be both portal and 
non-portal in distribution. It is not believed that this 
distribution of fibrosis is the direct mechanical result of 


‘chronic fat infiltration, causing obstruction of the intra- 


lobular sinusoids and anoxia. There is evidence of 
parenchymatous injury in that necrotic cells appear in 
and around the fibrous bands, and this is considered to be 
probably sufficient to stimulate fibroblastic reaction, 
Renal changes in the form of acute necrotizing nephrosis 
(in various stages) frequently accompany diffuse hepatic 
fibrosis. H. Pollak 


770. Hepatitis among American Occupation Troops in 
Germany: A Follow-up Study with Particular Reference 
to Interim Alcohol and Physical Activity 

H. T. Garpner, R. A. Rovetstap, D. J. Moore, F. A. 
STREITFELD, and M. KNOWLTON. Annals of Internal 
Medicine [Ann. intern. Med.| 30, 1009-1019, May, 1949, 
22 refs. 


By an elaborate series of follow-up investigations on 
American soldiers serving in Germany the authors were 
driven to conclude, contrary to orthodox views, that 
physical exertion and moderate indulgence in alcohol 
do not render men convalescent from infective hepatitis 
specially liable to relapse or residual hepatic inefficiency. 
Very impressive statistics are presented in support of this 
theme, and the report of a “ battery’ of hepatic tests 
on 114 patients is given in full. The fallacies are most 
fairly stated. 

[British readers will be familiar with the articles of 
Davis (Practitioner, 1949, 162, 173) and of Tunbridge 
(ibid., 1949, 162, 182), both of whom are more cautious, 
and with the warnings originally made by Hartfall (Brit. 
med. J., 1944, 2, 587).] G. F. Walker 


771. Severe Interference with Bile Flow in Primary 
Hepatitis. Its Significance in the Differential Diagnosis 
of Jaundice 

F. STEIGMANN, K. A. Meyer, and H. Popper. Archives 
of Surgery [Arch. Surg., Chicago] 59, 101-113, July, 1949. 
3 figs., 14 refs. . 


Pronounced interference with bile flow is usually a 
characteristic of extrahepatic biliary obstruction, but in 
certain cases [whose frequency seems to be increasing] it 
has been found in cases of primary hepatitis in the acute 
or chronic stages. This condition of temporary exclusion 
of bile from the duodenum, combined with damage to 
hepatic cells, has been termed cholangiolitic hepatitis. 

In this paper an attempt is made to establish the incid- 
ence of cases in which there is laboratory evidence of 
severe obstruction to bile flow in primary hepatitis, and 
to compare results of liver function tests with the results 
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in a group of cases of extrahepatic obstruction observed 
during the same period. Among 228 cases of primary 
hepatitis, there were 65 cases in which severe interference 
with bile flow was revealed on admission to hospital, an 
incidence of 28:5%. During this same period 46 cases of 
extrahepatic jaundice were also studied. In both series 
damage to liver cells could be demonstrated by the usual 
tests, but hepatic function was impaired more often, and 
severe interference with the bile flow was less frequent, 
in the latter series. Among the medical cases of 
homologous serum jaundice, infective hepatitis, toxic 
hepatitis, and cirrhosis the result of the cephalin- 
cholesterol flocculation test was far more frequently 
positive, and the alkaline phosphatase and total chol- 
esterol levels in serum were less often markedly increased. 
It is stressed that severe interference with bile flow is 
not always a characteristic of mechanical extrahepatic 
obstruction and therefore not always an indication for 
surgical intervention. F. d’ Abreu 


772. Infective Hepatitis and Portal Cirrhosis 
K. DAMODARAN. British Medical Journal {Brit. med. J.] 
1, 1032-1035, June 11, 1949. 8 figs., 12 refs. 


This report is based on the clinical findings in 550 cases 
of infective hepatitis observed in various theatres of war 
and on necropsy findings in 22 fatal cases. No statistical 
analysis is attempted. A diffuse inflammatory reaction 
of the hepatic cells was observed in the acute stage, 
proceeding to centrilobular necrosis and followed in a few 
cases by periportal fibrosis which may proceed to classical 
portal cirrhosis. The pathology of these cases was 
similar to that of analogous cases described elsewhere. 

The author quotes a case to illustrate the danger of 
arsenotherapy in patients incubating, or not completely 
recovered from, infective hepatitis, and 3 cases in which 
cirrhosis of the liver was considered to be a late sequel 
of anicteric infective hepatitis. Nutritional factors 
were not considered important in these cases. The 
course and sequelae of infective hepatitis are discussed 
in general terms. The author is as sceptical of the 
modern treatment by high-protein diet with supplements 
as of the old purgative and lacto-vegetarian regime. 
Only carefully controlled trials involving large numbers 
of cases can give clear-cut information. His own cases 
were treated along orthodox lines with rest, low-fat diet, 
glucose, fluids, and mild laxatives. P. C. Reynell 


773. Employment of Nicotinic Acid in Cases of Hepatitis. 
([IpHMeHeHHe HHKOTHHOBOH y OONbHBIX 
remaTHTOM) 

G. S. TIKHANOvICH. Meguunua [Klin. 
Med., Mosk.] 27, No. 6, 67-78, June, 1949. 19 refs. 


Nicotinic acid acts on the basic functions of the liver, 
and the liver, in its turn, plays an important part in the 
metabolism of nicotinic acid. The author summarizes 
the conclusions of many workers within and outside the 
Soviet Union on these mutual relations; it is evident that 
nicotinic acid increases the storage of glycogen, lowers the 
blood sugar level, takes part in the action of respiratory 
enzymes, prevents porphyrinuria, and diminishes bili- 
tubinaemia in jaundice. The liver, for its part, stores 


nicotinic acid, methylates it so that it is excreted in the 
urine as trigonellin, a methyl derivative, and can also 
oxidize this to 6-pyridone, which is excreted in the urine. 
It is therefore assumed that the quantity of nicotinic acid 
and its derivatives in the urine can be regarded as an 
index of the saturation of the vitamin in the organism, 
and of the methylating function of the liver. 

The author studied the’ influence of certain diffuse 
diseases of the hepatic parenchyma, especially infective 
hepatitis, on the excretion of nicotinic acid in the urine, 
and on nicotinic acid metabolism in the organism as a 
whole. He also studied the effectiveness of treatment of 
infective hepatitis by nicotinic acid. He mentions that a 
lowered excretion of nicotinic acid after a standard dose 
was observed by Lipschutz in diffuse liver disease, but 
that this was not confirmed by Goldsmith. Kerido 
noted a lowering of the blood content of this vitamin in 
severe jaundice, and considered this to be due to either 
increased destruction or greater excretion. 

The material in the present investigation is derived from 
82 patients suffering from infective hepatitis, hepatitis 
secondary to cholecystitis, cirrhosis of the liver, or chronic 
colitis with hypovitaminosis. There were 13 healthy 
controls. Before these patients received the standard 
dose of 300 mg. nicotinic acid, they were kept on a diet 
containing 14 mg. a day. On this the excretion in the 
controls was 4 mg. a day, while that in patients with 
liver disease was lower, averaging 1-8 mg. in cases of 
cirrhosis and 2:5 mg. in those of infective hepatitis at 
the height of the disease. After the standard dose, the 
excretion of nicotinic acid was less in patients with liver 
disease than in controls. Thus controls excreted on an 
average 15-8°% of the dose in 24 hours, while the patients 
with infective hepatitis excreted an average of 11:2%, 
and those with cirrhosis 6-5%. There was no relation 
between these findings and liver function as measured by 
the galactose test and the glucose-tolerance curve. 

His conclusions are as follows: (1) Estimation of 
nicotinic-acid excretion by this method can, under 
controlled conditions, serve as an index of the degree of 
saturation of the organism. (2) It may be assumed that 
the excretion of combined nicotinic acid in the urine of 
patients with diffuse liver disease expresses the state of 
the methylating, storage, and oxidizing functions of the 
liver. (3) A low concentration of nicotinic acid in the 
urine of patients with infective hepatitis (after a standard 
dose) is certainly a sign of marked lowering of methylat- 
ing function. (4) An adequate excretion under similar 
circumstances may possibly mean damage to the storage 
and oxidizing functions, but simultaneous but unequal 
damage to both these functions at various stages of the 
disease may occur. (5) A lack of uniformity in the 
urinary content of patients with hepatitis is an expression 
of a preponderating disturbance of one or other of the 
liver functions controlling the metabolism of nicotinic 
acid. (6) In infective hepatitis, this metabolism suffers 
severe and permanent disturbance. (7) With nicotinic- 
acid deficiency in the presence of liver disease, the test 
cannot serve as a reliable index of the degree of saturation. 
(8) The administration of nicotinic acid in infective 
hepatitis has no clearly defined clinical effect. 

L. Firman-Edwards 
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774. Hormonal Alterations in Men Exposed to Heat and 
Cold Stress 

H. J. Sten, R. A. Baper, J. W. Extot, and D. E. Bass. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.] 9, 
529-547, June, 1949. 7 figs., bibliography. 


The authors have made a study [with the thoroughness 
now expected in American metabolic investigations] of 
the hormonal responses of 3 healthy men to controlled 
heat and cold stress. The subjects were first given a 
preliminary 2-week period of physical conditioning and 
were then exposed to several periods of heat—107° F. 
(41:7° C.) dry bulb, 89° F. (31-7° C.) wet bulb—and of 
cold (—20° F.; —33-9°C.) arranged in a uniform 
manner. Repeated counts were made of circulating 
eosinophils and lymphocytes, and estimates of uric- 
acid—creatinine ratios in urine, 24-hour 17-ketosteroid 
excretion, and basal metabolic rate. Significant changes 
as a result of the periods of stress were observed only in 
the number of circulating eosinophils, which fell; this fall 
is taken as evidence for an increase in secretion of 
adrenal cortical glycotrophic steroids. It is noteworthy 
that no significant differences in the 17-ketosteroid 
excretion were found in any of the experimental periods. 
Because of marked daily variations in the lymphocyte 
counts and ratios of uric acid to creatinine in urine, 
no assessment of cortical function could be based on 
these estimates. 

In an attempt to evaluate the adrenal cortical reserve 
after periods of environmental stress, the response to 
adrenocorticotrophic hormone administration was 
studied, the technique of Forsham ef al. (J. clin. Endo- 
crinol., 1948, 8, 15) being followed. The results obtained 
yielded only suggestive evidence of a reduction in cortical 
reserve. G.I. M. Swyer 
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775. The Effect of Thiouracil Treatment on Gastric 
Secretion. (L’influenza del trattamento tiouracilico 
sulla secrezione gastrica) 

R. BARIATTI. Ospedale Maggiore [Osped. maggiore] 37, 
135-138, April, 1949. 5 refs. 


The administration of thyroid by mouth may cause 
disturbances of gastric function, and similar disturbances, 
including hyperchlorhydria, hypochlorhydria, and achlor- 
hydria, may be found in patients with thyrotoxicosis. 
The author studied 16 cases of established Graves’s 
disease, 14 in women and 2 in men. The patients were 
aged 26 to 45 years, and all had typical signs, such as 
goitre, exopthalmos, tachycardia, and increased basal 
metabolic rate. Of these patients 13 had hypochlorhydria 
before treatment, the total gastric acidity after histamine 
being not more than 1-1%, and in 10 of them the fasting 
juice was free of acid. In the other 3 patients, the 
gastric contents contained only traces of acid at any 


Disorders 


time, being almost achlorhydric. All were treated 
with thiouracil [the dose being given as “8 tablets 
daily”’] for 5 days and re-examined on the 10th 
day. In 9 cases gastric function was improved (2-8 
acid after histamine), in 4 it was restored to normal, and 
in 3 there was no change. The author mentions the 
results of other investigations in which thiouracil treat. 
ment of hyperthyroidism confirmed the above findings: 
of 13 patients with hypochlorhydria, gastric acidity was 
restored to normal in 3, and in 7 there was slight hyper- 
chlorhydria after treatment; and of 9 patients with 
initial hyperchlorhydria 7 became hypochlorhydric and 
2 normal. It is concluded that the treatment of thyro- 
toxicosis with thiouracil tends to restore gastric function 
to normal as the disease comes under control. [This 
paper is not free from confusion. The precise dosage of 
thiouracil is not stated.] James D. P. Graham 


776. Control of Hyperthyroidism by Propyl Thiouracil: 
A Clinical Inquiry 

K. Mappox. Medical Journal of Australia (Med. J. 
Aust.) 2, 113-121, July 23, 1949. 7 figs., 28 refs. 


Propylthiouracil has in man three times the thera- 
peutic activity of methylthiouracil, and causes much 
fewer toxic reactions. This statement is made after a 
20-month study of 34 patients suffering from various 
types of hyperthyroidism. The initial dose of propyl- 
thiouracil is 200 to 300 mg.; this is decreased when the 
basic metabolic rate is normal to a maintenance dose of 
75 to 100 mg. perday. co-existence of hyperthyroid- 
ism and another condition is not a contraindication to the 
use of propylthiouracil, which appears to be admirably 
suitable for the preparation of patients for thyroidectomy. 
With the doses suggested in this paper, toxic reactions are 
minor and transient; the incidence of the most serious 
complication, agranulocytosis, in 1,384 cases already 
treated by propylthiouracil was 0-3%. Treatment must 
be continued for at least 6 to 8 months; after 6 months’ 
remission, relapse is unlikely. Propylthiouracil is 
recommended only as a preparatory drug for surgical 
treatment in cases of adenomatous goitre, of large toxic 
goitre and toxic goitre of long standing, of thyrocardiac 
disease, and in pregnancy, and in cases in which large 
maintenance doses are required. Because of its high 
therapeutic potency and great margin of safety it is 
recommended that propylthiouracil replace all previously 
used members of this series. Harold Jarvis 


777. Renal Function in Myxedema. [In English] 

H. ZonpeEK and G. WOLFSOHN. Schweizerische Medi- 
zinische Wochenschrift (Schweiz. med. Wschr.| 79, 
623-624, July 9, 1949. 7 refs. 


The renal function in 2 cases of myxoedema was 
observed over periods of 10 and 12 years respec- 
tively. Volhard reactions and power of concentration 
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were always normal, both during relapse and when 
the myxoedema was well controlled by thyroxine, but 
the rate of excretion of indigo carmine was markedly 
decreased—in one case from 10 to 12 minutes in a relapse 
to 2 to 3 minutes after treatment. Though the circulation 
time was impaired, there was no direct relation between 
it and the indigo-carmine excretion rate. It was also 
found that the urea clearance rate was diminished at the 
height of a relapse and raised after massive dosage with 
thyroxine. In view of these findings it is suggested 
that there is no organic renal lesion in cases of myxoedema 
and that the renal impairment is due to hydration of the 
glomerular capillaries or the tubular epithelium, the 
hydration being relieved by the administration of 
thyroxine. Whether the rate of glomerular excretion 
or tubular secretion is principally affected could be 
demonstrated by the use of inulin and creatinine 
clearance tests, the diminished rate of dye elimination 
pointing to a disturbed tubular function. 
J. B. Wilson 


778. Problem Cases of Toxic Diffuse Goiter Treated 
with Radioactive Iodine 

M. PRINZMETAL, C. M. AGress, H. C. BERGMAN, and B. 
SIMKIN. Journal of the American Medical Association 
[J. Amer. med. Ass.] 140, 1082-1089, July, 1949. 5 figs., 
10 refs. 
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779. Liberation of Noradrenaline from the Suprarenal 
Gland 

E. BULPRING and J. H. — British Journal of Pharma- 
cology and Chemotherapy [Brit. J. Pharmacol.| 4, 202- 
208, June, 1949. 7 figs., 21 refs. 


Experiments were performed on eviscerated spinal cats, 
each of which had had its right superior cervical ganglion 
removed | to 2 weeks beforehand. The vessels to the left 
kidney were tied, and sometimes those to the right 
kidney also. The arterial blood pressure and contrac- 
tions of both nictitating membranes were recorded. 

Adrenaline and noradrenaline were injected intra- 
venously in such doses that their pressor effects matched 
those obtained by stimulating the left splanchnic nerve 
for 30 seconds with shocks from an induction coil. The 
nictitating membranes reacted differently to the equi- 
pressor doses. The normal membrane was much more 
sensitive to adrenaline than to noradrenaline, while the 
denervated membrane was very sensitive to both. The 
effect of splanchnic stimulation on the normal membrane 
was intermediate between those of the two drugs; it 
could be matched by infusing mixtures containing dif- 
ferent proportions of adrenaline and noradrenaline. 
Thus it appears that noradrenaline as well as adrenaline 
is released from the adrenal gland. The amount of the 
former varied from 20 to 80% of the total. No such 
match could be made with a mixture of adrenaline and di- 
hydroxy-norephedrine, and for other reasons it is thought 
that apinine and. hydroxytyramine are also not released 
from the adrenal gland. When the splanchnic nerve was 
stimulated repeatedly, a gradual decline in the proportion 
of adrenaline secreted was observed in normal cats, but 


this decline was thought to be absent in cats fed on a 
diet rich in methionine. F. N. Fastier 


780. Influence of Sodium Chloride upon the Actions of 
Desoxycorticosterone Acetate 

H. Serve, H. Stone, P. S. Timiras, and C. SCHAFFEN- 
BURG. American Heart Journal [Amer. Heart J.] 37, 
1009-1016, June, 1949. 4 figs., 7 refs. 


Selye has previously shown that administration of 
desoxycorticosterone acetate (deoxycortone acetate, 
B.P.) in large doses to rats produces characteristic 
hyalinization of arterioles and renal glomeruli, formation 
of granulomatous nodules around hyalin plaques in the 
heart, and deposition of fibroid material on the cardiac 
valves, the pericardium, the internal surface of the blood 
vessels, and in other tissues. The resulting syndrome 
might be described as a “ fibrinoid diathesis ”’ or ** hyali- 
nosis*’. In controlled experiments on young rats it was 
found that rats maintained on a diet free of sodium and 
chloride tolerated otherwise fatal doses of desoxycorti- 
costerone. Sodium chloride deficiency was also most 
effective in preventing the changes of “ hyalinosis’’, 
though it did not prevent the atrophy of the adrenal 
cortex and pituitary which results from overdose of this 
drug. It is concluded that sodium is essential for the 
renal and, through the kidney, for the cardiovascular 
actions of desoxycorticosterone acetate. 

H. E. Holling 


781. Pregnancy in Addison’s Disease. Report of Four 
Patients 

A. I. KNow.ton, G. H. Mupce, and J. W. JAILER. 
Journal of Clinical Endocrinology {J. clin. Endocrinol.) 9, 
514-528, June, 1949. 48 refs. 


Five pregnancies were observed in 4 patients with 
Addison’s disease, all of whom survived. One preg- 
nancy ended in a spontaneous abortion at 8 weeks, but 
the patient became pregnant again 4 months later and was 
successfully delivered 3 weeks after the expected date. 
She is now pregnant again 2 years later and her condition 
remains satisfactory. Another woman was delivered by 
Caesarean section 4 weeks after term, and 3 years later 
her general health was still poor but there were no residual 
findings related to pregnancy. Pregnancy was ter- 
minated at 7 weeks and 4 months respectively in the other 
patients. In one patient it was followed by shock of 
short duration, though there had been little blood loss, 
and the other had a typical Addisonian crisis. She had 
had a stormy convalescence after her only other preg- 
nancy and her blood pressure had remained at shock 
level for a week. In these patients urinary excretion of 
gonadotrophin was normal. The sodium pregnanediol 
glucuronidate and oestrogen values, though low, were 
within the range found in normal pregnancies. Corticoid 
activity could not be demonstrated in the urine of one 
patient studied in the third trimester. The urinary 
excretion of 17-ketosteroids was increased late in preg- 
nancy in the 2 patients in whom gestation proceeded to 
term. 

Clinical generalizations concerning the management of 
pregnancy in Addison’s disease are necessarily limited, 
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since in only 3 of the cases reported did gestation con- 
tinue long enough to permit observations of its in- 
fluence on the underlying adrenal disease. Furthermore, 
the course of pregnancy in these patients was variable; 
the condition of 2 of them deteriorated, and one patient 
remained in good general health. The chief difficulty 
in the two unsatisfactory cases was to maintain electro- 
lyte balance in the presence of vomiting, which was 
persistent in one of these women. However, the daily 
dosage of desoxycorticosterone acetate was continued 
unaltered in all of them. At the termination of each 
pregnancy, therapy consisted of the administration of 
desoxycorticosterone acetate by injection and sodium 
chloride by mouth; in addition, parenteral saline, 
glucose, plasma, and whole blood were given as indicated. 
Each patient also received adrenal extract in the form of 
hog adrenal lipo-cortex. Following delivery, increased 
manifestations of adrenal insufficiency occurred as 
predicted in the patient delivered abdominally, though 
the other patient, who had had an easier pregnancy and 
was delivered vaginally, had an unexpectedly benign 
puerperium. Lactation occurred in both these women, 
though its adequacy was not tested by breast-feeding. 
oreen Daley 
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782. Role of the Hormones in Human Sexuality 
W. H. Pertorr. Psychosomatic Medicine [Psychosom. 
Med.] 11, 133-139, May-June, 1949. 1 ref. 


The regulation of sexual behaviour has sometimes been 
held to be wholly or mainly under hormonal control. 
The purpose of this paper is to show that human sexual 
behaviour cannot always be correlated with variations in 
hormone levels. Case histories from patients attending 
an endocrine clinic are quoted by the author to illustrate 
his argument. 

Sexual desire and erotic activity may occur with a low 
or absent gonadal hormone level. Intercourse is often 
reported as most satisfactory just before or after a men- 
strual period, when oestrogen production is lowest. 
Orgasm has been observed in infants of 4 and 5 months, 
when gonadal hormone level is presumably very low. 
Some patients with a very low level of urinary 17-keto- 
steroids were normally active sexually. Frigidity in 
women seems to have little relation to the excretion of 
oestrogenic substances in the urine; administration of 
oestrogens to young frigid women has not led to increase 
in libido. No male or female homosexual patients were 
found to have consistent reversal of the endocrine pat- 
tern; heterosexuality has never been produced by 
hormone therapy in patients attending the author’s 
clinic. The general bearing, manner, and speech usually 
exhibited by members of one sex may be shown by 
patients whose hormone pattern belongs to the other. 

Three main factors enter into the determination of 
sexual behaviour. The genetic factor determines the 
pattern of behaviour, which depends on the configuration 
of the sex organs and on neural structure. The hor- 
monal factor is concerned with growth and development 
of the organs needed for the sex act; androgens increase 
the sensitivity of the organs to mechanical stimulation, 
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so that sex behaviour is more easily elicited. The 
psychological factor in the human being is concerned with 
the choice of the sex object and the intensity of the sexual 
emotions. Through its operation sexual activity may be 
greatly increased or repressed, whatever the endocrine 
status. Aberrations of sex behaviour in the adult may 
usually be considered to be due to psychological devia- 
tions, with the hormones playing only a secondary part, 
Desmond Neil] 


783. Gynaecomastia (La ginecomastia) 
A. FRANCHINI. Clinica (Clinica, Bologna] 11, 279-30}, 
1948-49. 10 figs., bibliography. 


In this report from the Institute of General Surgery of 
the University of Bologna, the author describes the cases 
of gynaecomastia which he has seen and reviews the 
literature, mainly from Italian sources. The male breast 
is structurally the same as that of the female; it remains 
at a lower grade of development, but contains all the 
essential elements and retains the capacity of growth when 
adequately stimulated by hormones. At birth the gland 
in both sexes is sensitive to the placental hormones. 
Before puberty it is probably influenced by the growth 
hormones of the anterior pituitary and the thyroid. 
After this, under the influence of sex hormones, it 
regresses in the male while in the female it comes under 
the influence of the stimulating activity of folliculin and 
regular cyclical changes take place. Disturbance of 
endocrine equilibrium may be the cause of gynaeco- 
mastia, as in cases of carcinoma of the prostate after 
surgical castration and injection of synthetic oestrogens. 
The author describes one of these cases in which loss of 
the inhibitory testicular factor and stimulation by oestro- 
gens contributed to the development of gynaecomastia. 
In one case gynaecomastia developed 6 months after 
surgical castration for seminoma. The author’s other 
cases illustrate the development of gynaecomastia after 
trauma, nervous disorder, malaria, and vascular dis- 
turbances. The author considers that the most important 
contributory factor is the endocrine disturbance, with 
overproduction of oestrogenic substances. The con- 
nexion of gynaecomastia with cirrhosis of the liver is also 
discussed and the literature reviewed. E. Forrai 


784. Coarctation of the Aorta Associated with Abnormal 
Digits, Ovarian Insufficiency and Shortness of Stature 

M. L. GOLDMAN, H. A. SCHROEDER, and P. H. FUTCHER. 
Journal of Clinical Endocrinology {J. clin. Endocrinol. 
9, 622-629, July, 1949. 4 figs., 13 refs. 


Reports in the literature show that a slight to moderate 
degree of hypertension not infrequently accompanies the 
syndrome of primary ovarian insufficiency and decreased 
stature. Coarctation of the aorta is rarely reported as 
present. 

From the Washington University School of Medicine 
and the Barnes Hospital, St. Louis, Missouri, the authors 
report on 9 males and 5 females affected with coarctation 
of the aorta. Four of the females were short of stature 
and had abnormal digits, and in the 3 adults there was 
clinical evidence of ovarian hypofunction, as shown by 
the menstrual history, the scantiness of pubic and axillary 


i 
| 
hau 
hist 
the 
tior 
stat 
aliti 
T 
be 
tior 
785 
int 
pol: 
du 
Kbi 
B 
pyr 
dial 
pari 
dur 
reta 
pro 
dos 
unp 
of 
con 
add 
gre 
[Co 
786, 
Cen 
N. J 
Kbh 
D 
havi 
the 
med 
hyp 
expe 
loca 
T 
inbr 
moc 
desi 
inw 
base 
curr 
Vag 
afte 
stud 
wert 
oval 
uter 


™ 


PITUITARY 185 


hair and its growth after oestrogen therapy. The 4 case 
histories are given in detail. It is noted that in one case 
the coarctation was suspected when the other manifesta- 
tions were found. With the exception of shortness of 
stature in 3, no associated skeletal and sexual abnorm- 
alities were found in the 9 males. 

The authors suggest that coarctation of the aorta should 
be suspected in women with primary ovarian hypofunc- 
tion, abnormal digits, and an elevated blood pressure. 

D. W. Higson 


PITUITARY 


785. Association of Polyvinyl-pyrrolidone with Pituitrin 
in the Treatment of Diabetes Insipidus. (Association du 
polyvinyl-pyrrolidone a la pituitrine dans le traitement 
du diabéte insipide) 

J. LepereR. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 2, 307-316, 1949. 3 figs., 2 refs. 


By adding to pituitrin a retarding substance, polyvinyl- 
pyrrolidone, the antidiuretic action of the former in 
diabetes insipidus is considerably prolonged. Com- 
parisons were made in 3 cases of diabetes insipidus of the 
duration of the pituitrin effect with and without this 
retarding compound. By itself 10 units of pituitrin 
produced 5 to 8 hours’ control of diuresis. The same 
dose of pituitrin injected with 250 mg. of polyvinyl- 
pyrrolidone inhibited diuresis for 28 to 42 hours. The 
unpleasant side-effects of pituitrin were avoided. Doses 
of 30 units of pituitrin with the polyvinyl-pyrrolidone 
controlled diuresis effectively for 49 to 106 hours. The 
addition of this retarding substance to pituitrin injections 
greatly improves the treatment of diabetes insipidus. 
[Comparison with pitressin tannate is not made.] 

C. L. Cope 


786. Studies on the Localization of Hypothalamic 
Centres Controlling the Gonadotrophic Function of the 
Hypophysis [In English] 

N. A. HILtarP. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 2, 11-23, 1949. 8 figs., 23 refs. 


Dey, Ranson, and co-workers in a series of publications 
have demonstrated that lesions in the hypothalamus of 
the guinea-pig may cause ovarian effects, probably 
mediated through the gonadotrophic secretions of the 
hypophysis. The present author has extended these 
experiments to the rat and has attempted a more precise 
localization of the responsible lesions. 

The animals used were adult female albinos of an 
inbred strain weighing between 170 and 200 g. A 
modified stereotactic instrument of the author’s own 
design (Hillarp, Acta physiol. scand., 1947, 14, 257), 
in which an electrode is lowered by its own weight to the 
base of the skull, was used in producing the lesions, a 
current of 0-3 to 0-5 mA being passed for 15 to 30 seconds. 
Vaginal smears were studied for 2 weeks, 3 to 5 weeks 
after operation. Mating, pregnancy, and suckling were 
Studied where possible. About 20% of the animals 
were in constant oestrus, subsequent section of the 
ovaries showing follicles, but no corpora lutea. The 
uterus was of a size compatible with moderate oestrogenic 


stimulation, and the author claims to have demonstrated 
oestrogen precursor in the interstitial tissue of the ovary 
by histochemical means. During the rat’s normal 
oestrus phase the precursor is hardly demonstrable. 
The ovaries of the rats operated on are, it is suggested, in 
a “resting” phase, probably secreting rather small 
amounts of oestrogen. 

This endocrine disturbance was produced either by 
large, bilaterally symmetrical, basal lesions just below or 
caudal to the paraventricular nucleus, or by small 
bilateral lesions rather more caudally, in the area of the 
median eminence. In a few animals with lesions rostral 
to these sites in the anterior hypothalamus the oestrous 
cycle was absent for varying periods after operation. No 
pituitary changes were seen, except a possible increase 
in the number of alpha cells in animals with large lesions 
near the paraventricular nucleus. The author postulates 
a centre for control of luteinizing-hormone secretion in 
the anterior hypothalamus antero-ventral to the para- 
ventricular nucleus, with a fibre system running super- 
ficially down both sides of the median eminence towards 
the hypophysial stalk. 

[The Ranson school and, subsequently, Brobeck ( Yale 
J. Biol. Med., 1942, 15, 831) showed that lesions in the 
median eminence area in rats regularly produced gross 
obesity and in many cases secondary sexual defects. 
The lesions appear to be almost identical with the more 
posterior group mentioned by the present author, who, 
however, does not comment upon any weight change in 
his animals.] G. C. Kennedy 


787. Cushing’s Disease—Pituitary Basophilism. Cald- 
well Lecture, 1947 

M. C. SOSMAN. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 62, 1-32, July, 
1949. 18 figs., bibliography. 


In this paper on pituitary basophilism the author 
mentions the two other pituitary syndromes, acromegaly 
and dystrophia adiposo-genitalis, and then discusses 
pituitary tumours in general and the pituitary-adrenal 
mechanism. 

Whenever pituitary basophilism is suspected radio- 
graphic examination should include the skull, spine and 
pelvis, and urinary tract. In the majority of cases of 
pituitary basophilism there is a true osteoporosis, which 
may be either limited to, or more marked in, the skull, 
spine, pelvis, and ribs and may spare the limbs. There 
may be spontaneous fractures. A dorsal kyphosis. is 
often the result of collapse of vertebrae. In young 
patients there is often delay in epiphysial growth. The 
sella turcica should be normal in size and shape. There 
is moderate cardiac enlargement in most cases. The 
examination of the genito-urinary tract should include 
both straight radiography of the whole abdomen and 
intravenous or retrograde pyelography. Not infre- 
quently the radiograph reveals small renal calculi. 
The incidence of gall-stones is probably high. Therapy 
consists in the administration of testosterone and its 
derivatives and in the irradiation of the adrenals and of the 
pituitary, the latter having been the most effective treat- 
ment. Details of radiotherapy are given. A. Orley 
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788. Two Forms of Dermatomyositis. (Deux formes 
de la dermatomyosite) 

P. DE GRACIANSKY. Semaine des Hépitaux de Paris 
[Sem. Hép. Paris] 25, 1406-1413, May 2, 1949. 9 figs., 


20 refs. 


This paper reports the occurrence of dermatomyositis 
in 2 patients with markedly different symptomatology. 
One was a woman, aged 69, who developed over a period 
of months (1) an erythematous eruption on oedematous 
skin; (2) oedema, weakness, wasting, and painful partial 
contracture of groups of muscles; and (3) general 
changes which included fever, diarrhoea, and decalcifica- 
tion of the bones. The other was a woman, aged 37, 
who had (1) reticulated pigmentation of the face and 
neck; (2) generalized muscular atrophy, weakness, and 
painful partial contractures; (3) widespread enlargement 
of lymph nodes; and (4) general manifestations— 
diarrhoea, amenorrhoea, low blood pressure, and 
Raynaud’s phenomenon. The former patient improved 
gradually with injections of iodized oil; the latter with 
adrenaline by mouth and a suprarenal cortical prepara- 
tion by subcutaneous injection. Histologically, the 
affected muscles showed Zenker’s degeneration of the 
fibres and a profuse, interstitial, round-cell infiltration. 
In the epidermis there was irregularity in the size of the 
basal cell nuclei and in the dermis there were oedema, 
swelling of the collagen fibres, breaking of the elastic 
fibres, and slight perivascular infiltration. In the lymph 
nodes the germ centres and blood vessels were hyper- 
plastic and there was considerable cellular proliferation 
of the pulp with the production of lymphoblasts and large 
cells which looked like myelocytes. In the electro- 
myogram the complexes were normal, but reduced in 
number. Muscular reactions to galvanic and faradic 
stimulation were normal. The protein and lipid levels 
in blood were normal: the phosphatase level in blood 
was low. The erythrocyte sedimentation rate was 
raised. The iron concentration in blood was at the lower 
limit of normal, as in the myopathies but not as in 
poliomyelitis, in which the level is raised. There was 
creatinuria. The blood lactic-acid level was raised and 
was but little influenced by exercise, while the blood 
pyruvic-acid level was at the lower limit of normal and 
rose normally after exercise. E. Lipman Cohen 


789. External Use of “ Carbitol Solvent ’’, “ Carbi- 
tol ’? and Other Agents 

W. M. MEININGER. Archives of -Dermatology and 
Syphilology {Arch. Derm. Syph., Chicago] 58, 19-26, 
July, 1948. 12 refs. 


It is said that these chemicals are added to many cos- 
metic preparations because of their “ vanishing ” effect. 
Renal and hepatic damage has been demonstrated in 
experimental animals following ingestion, injection, and 
external application of “ carbitol’’ and “* carbitol sol- 
vent”. This prompted the author to investigate their 


possible hazards on human skin. Patch tests, however, 
showed that monoethyl ether of diethylene glycol does 
not possess high sensitizing powers for human skin and is 
probably seldom responsible for contact dermatitis from 
cosmetics. Carbitol solvent and carbitol appeared to be 
innocuous in lotions and ointments, even after prolonged 
use in high concentration. Absorption in human beings 
was not demonstrable. In fact, the addition of carbito} 
to lotions and ointments is recommended in order to 
make them more uniform, to retard drying, and to 
enhance their emollient effect. E. W. Prosser Thomas 


790. A Clinical Appraisal of the Cold Wave Process 
M.H.COouHEN. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 60, 14-23, July, 1949, 
14 refs. 


The author reviews recent literature on the cold-wave 
process. He states that the active constituent of most 
cold wave solutions is thioglycollic acid. Other ingre- 
dients are ammonia, perfume, and colouring matter. 
The acid content should be 4 to 7% and the pH between 
9 and 9°5. 

The opinion of the author is that the process is 
dangerous if used at home, but less so if administered by 
a competent hairdresser. If the cold wave is done by an 
expert the most complicated directions can be more 
easily followed and the neutralizing solution more easily 
applied. Signs of scalp irritation can be more readily 
seen and the hands of the operator can be better protected. 
The advisability of repeating the process as frequently as 
every 3 to 4 months, as recommended by the manu- 
facturers, is questioned. A number of cases of various 
types of skin irritation following the use of cold wave 
solutions are described. The author states that it is his 
clinical impression that the thioglycollic acid solution 
can have the effect of aggravating various dermatoses and 
should not be used on women who suffer from dermatitis 
venenata, seborrhoeic dermatitis, psoriasis, or alopecia 
areata; nor should it be used on anaemic subjects or in 
cases of liver disease. Cases of contact dermatitis on the 
hands of cold-wave operators are described and the use of 
gloves is advised. H. S. Laird 
791. The Cold Permanent Hair-waving Process. A 
Dermatologic and Clinical Study 
H. T. BEHRMAN, F. C. Compes, G. WEISSBERG, M. G. 
MULINos, and M.M. Hurwitz. Journal of the American 
Medical Association [J. Amer. med. Ass.] 140, 1208-1209, 
Aug. 13, 1949. 1 fig., 4 refs. 


The effects of the lotion used in a cold permanent hair- 
waving process were investigated in 1,200 people. The 
main active ingredient was ammonium thioglycollate with 
potassium bromate as “neutralizer”. Paired patch 
tests were performed with the fresh lotion, lotion which 
had stood for a year, a 2% solution of potassium bromate, 
mixtures of lotion and neutralizer, and solutions of 
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ammonium thioglycollate of various strengths at pH 9-2. 
Subjects were chosen who had had no previous contact 
with the solutions, and others who had had one or 
more contacts. The tests were repeated 2 to 4 weeks 
afterwards. Patch tests with the lotion were carried out 
on 286 people (half of each sex) with various dermatoses. 
One gave a weakly positive reaction. On re-testing 109 
of them, 2 gave weakly positive reactions. Patch tests 
were carried out on a group of 863 subjects who had had 
previous contact with the solutions. Of these, 16 gave a 
positive reaction and in 2 this remained positive on re- 
testing (one was not tested a second time). 

The scalps of 174 people who were having their hair 
waved were examined. No _ ill-effects were found. 
Because of the suggestion of a possible hepatotoxic 
effect, a large range of tests were performed on a group 
of people, including 72 factory workers in daily intimate 
contact with the lotions and chemicals. Thorough 
blood and urine examinations and three liver function 
tests were carried out, but no abnormality attributable to 
these substances was discovered. The authors conclude 
that these lotions have a low sensitizing potential and 
that they are safe for general use. FE. Lipman Cohen 


792. Urticaria Photogenica. Report of Two Cases, 
One of them Associated with Purpura Photogenica 

§. Epstein. Annals of Allergy [Ann. Allergy) 7, 443-457, 
July-Aug., 1949. 8 figs., 25 refs. 


Two cases of urticaria photogenica (solar urticaria) 
are described. In one case a woman aged 34 had for 
4 years suffered from itching and wheals whenever she 
was exposed to the sun; she also had lichen simplex 
chronicus. Her sensitivity to sunlight varied greatly. 
The other case was that of a girl of 19 who for 4 months 
had urticaria whenever she was in the sun. It began after 
an attack of influenza and was worse during menstruation. 
Her tonsils were infected. Two days after a sore throat 
she had a mixed urticarial and purpuric rash confined to 
the exposed parts of the legs and feet. After removal of 
her tonsils there was only one mild purpuric eruption and 
the urticaria decreased and fluctuated greatly. Testing 
with various sources of light and filters showed that 
both patients were sensitive to rays within the wave- 
length range 2,900 to 3,400 A. para-Aminobenzoic acid 
ointment 15% prevented wheals from forming after 
exposures of up to 5 seconds, but not after longer 
exposures. The first patient had a delayed sunburn-like 
reaction, which left no pigmentation, after exposure to 
long ultraviolet rays. Prolonged ingestion of “ pyri- 
benzamine” or “ histadyl’’ reduced sensitivity to one- 
fifth or one-tenth, but there was usually increased sensi- 
tivity after omitting the antihistamine drug. Passive 
transfer by the Prausnitz—Kiistner reaction was positive, 
especially after irradiating the patient. In this reaction 
the serum was inactivated when kept for 2 hours at 
55° C., but irradiation with unfiltered ultraviolet rays 
had no effect on it. Passive transfer “in reverse ’’, by 
irradiating the donor’s skin before injecting the serum, 
was also positive. There is no marked association of 
solar urticaria with other allergic conditions. 

E. Lipman Cohen 


793. Differential Clinical Diagnosis and Treatment of 
Fungus Affections of the Nails. (Diferencidlni klinicka 
diagnosa a therapie oidio-a dermatofyto-onychos.) 

J. OprteL. Ceskoslovenskd Dermatologie [Csl. Derm.] 
24, 217-226, June, 1949. 5 refs. 


According to reports in the literature, 18° of cases 
of diseases of the nails are caused by mycotic infec- 
tions, either by fungi proper or yeast-like organisms 
(Oidium). Fungus infections are caused by four types of 
organism—Microsporon, Trichophyton, Achorion, and 
Epidermophyton. The clinical aspects of infections due 
to fungi and to oidia differ. Fungus infection starts 
at the top edge of the nail and gradually spreads to the 
base. The skin surrounding the nail is free from infec- 
tion. The affected nail becomes dry and loses its lustre, 
especially at the top. It becomes brittle and peels off 
easily in small flakes. It is yellow in colour and occa- 
sionally brown or dark brown. If the nail is consider- 
ably thickened it separates from the nail matrix. The 
disease affects one or more nails. Diagnosis is made by 
histological study of nail flakes. 

Oidio-onychosis begins at the base of the nail and 
spreads towards the top. The surrounding skin shows 
signs of subacute inflammation. This infection is 
usually secondary to an infection in the skin round the 
nail. The nail and the skin around are painful on 
pressure, and a small drop of pus appears under the 
cuticle. Subsequently there is yellow discoloration of the 
nail, which becomes brittle, separates from the matrix, 
and finally becomes thinner and gradually disappears. 
Housewives often contract oidio-onychosis, which then 
begins as a primary disease of the nail matrix. The 
infection spreads towards the top of the nail and the nail 
separates gradually. Histologically, yeasts are found 
in the pus and culture confirms the diagnosis. 

Therapy of onychomycosis is unsatisfactory when 
iodine only is used or the surface of the nail removed. 
The author removes the affected portion of nail with the 
aid of a burr attached to a dentist’s drill, and then removes 
the newly growing nail daily for a period of a few weeks 
or longer. As soon as the nail is thinned down to the 
thickness of paper, twice-weekly treatment with the drill 
is sufficient. The operator should have mask protection, 
to avoid inhalation of dust containing the mould spores. 
In addition to this mechanical removal, iodine dissolved 
in xylol can be applied locally, but the author obtained 
better results by applying strong Whitfield ointment 
twice daily at the beginning of the treatment and then 
once daily for a period of a few weeks or longer. The 
nails should be covered with a tight-fitting dressing. In 
addition to this treatment, therapeutic doses of x rays 
may be applied. 

Rockwood’s method is also effective in the treatment 
of oidio-onychosis. This consists in the application of a 
sodium perborate paste at night and daily bathing in a 
warm solution of concentrated sodium perborate. An 
alternative method is by daily application of 10% 
salicylic acid in methyl alcohol or painting with 10% 
chrysarobin in chloroform. A 1 or 2% solution of 
mercury bichloride in alcohol may also be applied. 

J. Ungar 
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794. The Combined Effect of Sulfanilamide and Penicillin 
in Treatment of Experimental Erysipelothrix rhusiopathiae 
Infection of Mice 

J. V. KLauper and A. M. Rute. Journal of Clinical 
Investigation [J. clin. Invest.] 12, 335-338, June, 1949. 
6 refs. 


Previous experiments had shown that the sul- 
phonamides, particularly sulphanilamide and sulpha- 
pyridine, had a limited therapeutic effect on experimental 
Erysipelothrix rhusiopathiae infections in mice, and that 
penicillin was an effective agent and streptomycin very 
slightly effective. The evidence presented in this paper 
shows that penicillin and sulphanilamide are synergistic 
in action in the treatment of the acute septicaemic form 
of E. rhusiopathiae infection in mice. 

James Marshall 


795. Chronic Relapsing Subnasal Sycosis. (Contri- 
bucién al estudio clinico y terapéutico de la sicosis 
subnasal crénica recidivante) 

S. NoGuer More. Actas Dermo-sifiliograficas (Actas 
dermo-sif.| 40, 875-886, June, 1949. 4 figs. 


The author finds that in about 90% of cases of chronic 
relapsing subnasal sycosis there is a coincidental sinusitis, 
maxillo-ethmoidal or frontal. The relation of sinusitis 
to sycosis and its bacteriologicai and immunological 
aspects are discussed. The most important part of 
treatment consists in the use of intranasal instillations 
of anticongestive agents and antibiotics (such as “ pro- 
padrin” and tyrothricin). Local treatment consists in 
manual epilation and application of antibiotic ointments. 
Autogenous vaccines are sometimes successful, but 
treatment must be continued for at least 2 to 3 months. 
Infiltration of the lesions with a mixture of bacteriophage 
and aqueous procaine penicillin has been successful in the 
acute stage of relapse. Only in rare instances is drainage 
and lavage of the sinuses necessary. James Marshall 


796. Evaluation of Bacitracin in Local Treatment of 
Pyogenic Infections 

J. L. Mrtyer, M. H. SLATKIN, and B. A. JOHNSON. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph., Chicago] 60, 106-120, July, 1949. 2 figs., 9 refs. 


The authors have tested the efficacy of bacitracin in 
the local treatment of pyogenic infections. Concentra- 
tions of bacitracin of 500 and 1,000 units per g. were used 
in various bases, of which the oil-in-water and greaseless 
** carbowax’”’ types proved the most satisfactory. A 
series of 68 patients with primary superficial infections of 
the skin were treated and adequately followed up. 

In 18 cases of impetigo the follow-up period was at 
least 2 weeks after supposed cure and stoppage of all 
treatment and the median time of cure was 8 days. 
Of 16 patients with simple folliculitis and sycosis vulgaris 
5 were cured, of whom 3 had had the infection for 2 or 3 
weeks and the remaining 2 had suffered from the condi- 
tion for 12 and 18 months respectively; one of these has 
been observed for 115 days and is still well. Of the 11 
cases in this group listed as “failures” 6 are really 
controlled by bacitracin, remaining free of lesions so 


long as they use the ointment. These patients have been 
followed up for periods of 45 to 180 days and none has 
become sensitized to bacitracin. The remaining 5 
patients in this group have not been cured. Of 7 
patients with vesiculopustular eruptions of the hands 
4 were cured, while in 2 of the 3 cases of “‘ failure ” there 
was definite improvement. In 2 cases of dermatitis 
repens with infection for 14 and 3 years respectively, 
the lesions were healed in an average of 20 days and the 
skin remained clear for 2 months and 5 months respec. 
tively. Bacitracin was found to have no effect upon 
cases of seborrhoeic and contact dermatitis or cystic 
acne. The remaining group consisting of 25 patients 


with various dermatoses complicated by secondary 


infection was studied. Bacitracin was found to be 
effective against the secondary infection but not against 
the primary condition. 

The authors compare their results with bacitracin with 
those in similar cases which they have treated with 
penicillin, sulphonamides, and nitrofurazone (“ fura- 
cin’’). Bacitracin, in their view, is almost as effective 
as the others and is superior to them in that the incidence 
of sensitization is lower, the figure quoted being 0-5%. 
A case is mentioned in which bacitracin has been used 
daily for 300 days with no ill effects. H. S. Laird 


797. The Treatment of Skin Tuberculosis with Calci- 
ferol. (Leczenie gruzlicy skéry kalcyferolem) 

M. GrzysowskKI and F. MiepziNski. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 4, 754-756, June 20, 1949. 


The authors treated 923 cases of skin tuberculosis in the 
Warsaw Dermatological Clinic between 1946 and 1948, 
In this paper they describe the treatment with calciferol 
of a group of 260 patients who remained under observa- 
tion for at least a year. The drug was given orally, 3 to 
4 times daily, in pills containing 50,000 units of calciferol. 
It was well tolerated in 73% of cases; in 25% moderate 
signs of intolerance appeared, but the treatment could 
still be continued with smaller doses. In 2% of the cases 
toxic symptoms were so severe that treatment had to be 
discontinued. The mildest symptoms of intolerance 
included general weakness, nausea, and headaches. The 
severe symptoms seemed to be more closely associated 
with the specific skin lesion, and appeared either in the 
form of exacerbation of the tuberculous lesion or as a 
generalized herpetiform and papular rash. In cases of 
lupus vulgaris the results were most satisfactory: 73% 
of patients recovered, 26% improved, and in less than 1% 
was there no response. The best results were seen in the 
hypertrophic and ulcerative forms of lupus. In 10 
patients treated for only 6 to 9 months there was a 
recurrence of symptoms despite an early clinical recovery. 
Histological examination revealed that even in cases 
considered cured tuberculous granulation tissue may still 
be present. Treatment should therefore be continued 
for at least 15 to 18 months. In other forms of skin 
tuberculosis the results were less satisfactory. Some 
improvement was observed in the sarcoid forms of 
tuberculosis, but calciferol was ineffective in ulcerative 
tuberculosis, lichen erythematosus, and granuloma 
annulare. J. T. Leyberg 
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798. Vitamin-D Therapy. (Contribucién clinica a 
estudio de la vitamina D) ’ 

E. ALVAREZ SAINZ DE AJA. Actas Dermo-sifiliogrdaficas 
[Actas dermo-sif.] 40, 839-843, June, 1949. 


The author has found that the toxic effects of vitamin 
D in the treatment of lupus are much more frequent in 
patients over 40 than in the young and that the results of 
therapy are better in patients in poor general condition 
than in the well fed. Toxic effects are commoner in the 
well-nourished than in the undernourished and in private 
practice than in hospital patients. In 40 patients with 
lupus vulgaris treated (some for a time too short to be 
significant) with vitamin D there have occurred 2 cases of 
squamous-ceHi epithelioma, and references to other similar 
observations are given. It seems possible that vitamin 
D may, like certain other sterols, have carcinogenic 
properties, but the evidence is too slight for any modifica- 
tion of the treatment of lupus vulgaris to be advisable. 

James Marshall 


799. Side-effects of *‘ TB 1/698 ”’ in the Treatment of 
Lupus. (Nebeners cheinungen mit Tb I 698) 

A. STUHMER. Medizinische Klinik (Med. Klinik] 44, 
864-866, July 8, 1949. 


“ TB 1/698 ” [a preparation containing sulphathiazole 
and a semicarbazone] was found to have few side-effects 
when used in the treatment of patients with lupus, but a 
severe angioneurotic reaction unexpectedly occurred in 
5 cases after the consumption of herrings. Neither the 
herrings nor the drug, taken separately, caused any 
reaction; only if TB I/698 was given for at least 14 days 
before the herring was eaten could the reaction be repro- 
duced. There was no increase in the eosinophil leucocyte 
count and neither “‘ antistin ’’ nor adrenaline had much 
therapeutic effect. The author does not favour a purely 
allergic explanation and suggests that the combination 
of the preparation with a digestion product of herring 
protein is responsible for the reaction. He also describes 
lesions resembling granuloma annulare occurring in 
another patient under treatment with TB I/698. 

G. W. Csonka 


800. Aureomycin Therapy of Disseminated Cutaneous 
Herpes Simplex (Kaposi’s Varicelliform Eruption) 

R. L. Baer and O. B. MILLer. Journal of Investigative 
Dermatology [J. invest. Derm.] 13, 5-7 July, 1949. 


Two cases of Kaposi's varicelliform eruption are 
described, in both of which aureomycin locally and 
orally rapidly cleared up the condition. It is suggested 
that aureomycin is a specific agent preventing further 
spread and quickly healing lesions which are already 
present. G. B. Mitchell-Heggs 


801. The Therapeutic Value of Aureomycin in Dermatitis 
Herpetiformis 

H. M. Rosinson, H. M. Rosinson, Jr., and R. C. V. 
Ropinson. Journal of Investigative Dermatology [J. 
invest. Derm.] 13, 9-12, July, 1949. 6 refs. 


The authors describe the treatment of 5 cases of 
dermatitis herpetiformis with oral aureomycin. Relief 


from the itching and involution of vesicles occurred in 
from one to two weeks. The results appear to be superior 
to those of other methods of treatment. Nausea was 
encountered in 3 of the 5 patients, and severe diarrhoea 
in one patient. However, the authors believe that an 
adjustment in dosage would give better results. 

G. B. Mitchell-Heggs 


802. The Treatment of a Case of Kaposi’s Varicelliform 
Eruption with Aureomycin 

E. S. BERESTON and P. E. CaRLINER. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 13, 13-16, July, 
1949. 2 figs., 9 refs. 


A case of Kaposi’s varicelliform eruption is described 
in which treatment with penicillin intramuscularly 
followed by sulphadiazine by mouth had no effect; but 
when aureomycin was administered together with peni- 
cillin the condition rapidly cleared up. Although no 
conclusion can be arrived at from a single case, aureo- 
mycin appeared to shorten the period of illness and cause 
rapid disappearance of the fever and cutaneous lesions. 

G. B. Mitchell-Heggs 


803. Peroral Administration of Undecylenic Acid in 
Psoriasis 

H. H. PERLMAN and I. L. MILBerG. Journal of the 
American Medical Association [J. Amer. med. Ass.] 140, 
865-868, July 9, 1949. 2 figs., 28 refs. 


Undecylenic acid was used in the treatment of chronic 
psoriasis, the dose being increased over a period of at 
least 6 days until a standard daily dose of 19-8 g. was 
reached. This was given as 15 “‘ pearls ’’, each of 0-44 g., 
orally three times a day. The side-effects, which were 
slight and transient, were mild gastro-intestinal upset, 
occasional nausea or vomiting, and “ fishy-taste”’ 
eructations, but these did not interfere with treatment. 
The stools became loose in most cases. Of the 40 patients 
treated, 8 had arthropathic psoriasis. ‘‘ Unequivocal 
improvement ”’ was noted in 12 patients, 15 were ** some- 
what improved ’’, in 10 there was no change, and in 3 
the condition was aggravated. Of the 8 arthropathic 
patients, in 7 the pain was relieved. No rationale for the 
treatment is suggested; research is being continued on 
further controlled series. G. A. Hodgson 


804. Inhibition of ‘‘Itchy Skin’ with Tetraethyl- 
ammonium 


-R. R. SONNENSCHEIN, T. CORNBLEET, H. JANOWITZ, 


and M. I. GrossMAN. Journal of Clinical Investigation 
[J. clin. Invest.] 12, 321-323, June, 1949. 5 refs. 


The phenomenon of “ itchy skin ’—itching arising on 
light tactile stimulation in an area of skin surrounding 
an injury or the site of injection of histamine—was first 
described by Bickford; and the altered state of the skin 
was shown to depend on the spread of impulses from the 
site of injury through a local axonic pathway separate - 
from those responsible for hyperalgesia and flare. The 
fibres mediating itchy skin are distinct from those 
involved in the spontaneous itch occurring at the site of 
injury or injection of histamine. 
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In 28 tests on 21 subjects itchy skin was produced by 
injection of 0-1 ml. of histamine dihydrochloride 1 in 
2,000 in normal saline into the skin of the volar surface 
of one forearm. Into the opposite arm 0-1 ml. of 
histamine 1 in 2,000 in solution with 5% tetraethyl- 
ammonium chloride was injected. In most cases 5% 
tetraethylammonium chloride totally or partially inhibits 
the production of itchy skin by histamine; but there is no 
effect on spontaneous itch, wheal, flare, or hyperalgesia. 
It apparently acts by selectively inhibiting the action of 
histamine on the branching axon system responsible for 
itchy skin. James Marshall 


805. The Histology of the Rosaceiform Tuberculide of 
Lewandowsky. (Sullistologia del tuberculide rosacei- 
forme di Lewandowsky) 

A. A. AprA. Dermosifilografo [|Dermosifilografo| 24, 
291-296, July, 1949. 3 figs., 5 refs. 


806. Linear Scleroderma. Association with Abnor- 
malities of the Spine and Nervous System 

L. Rusin. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 1-18, July, 1948. 9 
figs., 35 refs. 


In many instances this disease has a segmental distribu- 


tion or follows the course of peripheral nerves, suggesting. 


its origin in the nervous system. The author gives 
histories and diagrams of lesions of 13 unselected patients 
with linear scleroderma, showing that in most cases the 
lesions lay in the long axis of spinal root zones and less 
frequently followed the distribution of peripheral nerves. 
Of those with scleroderma of the legs, lower part of 
abdomen, or buttocks, 70% had spina bifida occulta, and 
some also had other abnormalities of the lower spine. 
Four of the patients had morphoea as well as linear 
scleroderma, which suggests a common pathogenesis of 
“trophic”’ nature originating in the central nervous 
system or spinal roots or, exceptionally, in peripheral- 
nerve lesions the result of trauma. In cases of morphoea 
only, however, the characteristics shown by linear 
scleroderma are absent—namely: (1) relatively early 
onset; (2) frequent occurrence of spina bifida occulta; 
and (3) atrophy of deep structures. 
E. W. Prosser Thomas 


807. Keratosis Pilaris Rubra Atrophicans Faciei 

H. Hecut. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 41-46, July, 1948. 
2 figs., 14 refs. 


The author records a case of this hereditary disorder— 
which was described by Erasmus Wilson and later by 
Brocq—in a girl aged 16, and gives genealogical data 
showing its incidence in five generations. Both sexes 
were affected in about the same proportion, but in the 
fourth generation the disease predominated in the 
females. The patient also had common keratosis pilaris 
on the limbs. The clinical appearances are much the 
same as those of ulerythema ophryogenes (Taenzer), 
but the author regards the disease as distinct from that 
condition, chiefly because it begins in the pre-auricular 
region of the cheeks and not in the eyebrows. Large 


-hyaluronic acid contained in the skin; 


doses of vitamin A by mouth combined with local 
treatment of various kinds were of only temporary benefit. 
E. W. Prosser Thomas 


808. Local Injections of a Preparation of Hyaluronidase 
in the Treatment of Mucinous Infiltration of the Skin 

D. BLoom, F. J. HERRMANN, and H. SHARLIT. Journal of 
Clinical Investigation [J. clin. Invest.) 12, 339-343, June, 
1949. 21 refs. 


Hyaluronidase is the name given by Meyer and 
Palmer to an enzyme found in autolysates of a type I] 
pneumococcus, which iscapable of hydrolysing hyaluronic 
acid. The activity of hyaluronidase was shown to be 
similar to the activity of the testicular spreading factor 
of Duran-Reynals, and it is now widely accepted that the 
two factors are identical. 

In 2 patients with mucinous infiltrations of the skin 
treated by local injections of hyaluronidase some 
improvement was noted. The authors make no par- 
ticular claims, stating that no control injections with 
other materials were made and that the hyaluronidase 
used may have been inactivated during its preparation for 


- injection. There is a good review of the literature. 


James Marshall 


809. Local Injections of a Preparation of Hyaluronidase 
in the Treatment of Localized (Pretibial) Myxedema 

M. L. Grats. Journal of Clinical Investigation {J. clin. 
Invest.] 12, 345-348, June, 1949. 4 figs., 2 refs. 


The author reports the case of a 41-year-old woman 
who, for cosmetic reasons, desired treatment for a 
plaque of localized myxoedema on each shin. These 
plaques had been unaffected by thyroid extract and 
propylthiouracil. The left leg was treated with local 
injections of hyaluronidase, of which a dose of 300 
turbidity-reducing units produced systemic symptoms, 
but smaller doses gave only local reactions. The size of 
the plaque was considerably reduced by the treatment. 
It is suggested that this was the result of hydrolysis of the 
but foreign- 
protein reaction cannot be ruled out, especially as there is 
some doubt about the amount of active enzyme in the 
preparation used. The plaque on the right leg, which 
was treated by incisions to allow mechanical drainage of 
mucin, also became much smaller. James Marshall 


810. Granulomatous Macrocheilitis. (La macro- 
cheilite granulomateuse) 
M. Grzyspowski and S. JABLONSKA. Annales de 


Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 9, 389-396, July—Aug., 1949. 7 figs. 


A detailed description is given of 2 cases of chronic 
cheilitis of the type classified by Miescher (Dermato- 
logica, 1945, 91, 57) as granulomatous macrocheilitis. 
The histological picture in both cases was identical with 
that found in sarcoidosis and, although other evidence 
of this condition was lacking, the authors consider that 
this form of cheilitis probably constitutes a new variety 
of sarcoidosis. One patient was cured by prolonged 
treatment with calciferol. James Marshall 
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gil. Aureomycin in the Treatment of Granuloma 
Inguinale 

R. C. V. Ropinson, DUM. F. ELMENDorr, and H. E. C. 
ZHEUTLIN. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.| 33, 389-396, 
July, 1949. 5 refs. 


Streptomycin is effective in the great majority of cases of 
granuloma inguinale and is comparatively free from toxic 
effects during the short period of administration required 
for treatment of this disease. The authors have found 
that treatment by intramuscular injections of 20 mg. of 
aureomycin daily for from 23 to 31 days, or 40 mg. thrice 
daily for 5 days, is less effective than with streptomycin 
and that the severe pain of the injection is a contraindica- 
tion to its routine use. Oral aureomycin in total dosage 
of 4:2 to 40 g. gave an initially satisfactory clinical 
response in 27 out of 36 patients treated, but although 
the lesions healed temporarily there was no demonstrable 
effect on the causative organism. G.L.M. McElligott 


812. Bubonic Form of Lymphogranuloma Venereum 
Cured Spectacularly by Oral Administration of Aureo- 
mycin. (Maladie de Nicolas-Favre 4 forme bubonique 
guérie spectaculairement par l’‘auréomycine donnée par 
voie orale) 

E. BENHAMOU, F. DesTAING, J. GAUTHIER, and G. 
SorrEL. Bulletins et Mémoires de la Société Médicale 
des Hépitaux de Paris (Bull. Soc. méd. Hép. Paris) 65, 
832-837, 1949. 3 figs., 4 refs. 


The diagnosis in this case of lymphogranuloma 
venereum in a man of 28 years was confirmed by a posi- 
tive Frei test and the finding of Miyagawa bodies in the 
large histiocytes of glandular fluid. Electrophoresis 
showed marked increase of f- and y-globulins. Neither 
the clinical nor the pathological findings were affected by 
sulphonamide treatment, but oral aureomycin, 0-75 g. 
every 8 hours, caused the clinical signs of disease to 
disappear in 6 days. The cure was confirmed by 
Tepetition of the pathological tests. | James Marshall 


813. Recent Observations on Granuloma _Inguinale, 
with Report on Streptomycin Therapy 

C. H. Cuen, R. B. GREENBLATT, and R. B. Drtenst. 
Archives of Dermatology and Syphilology [Arch. Derm. 
Syph., Chicago] 58, 703-715, Dec., 1948. 26 refs. 


SYPHILIS 


814. Reinfection in Syphilis 

G. E. PeaBopy and B. WessteR. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 334-356, July, 1949. 1 fig., 28 refs. 


In determinations of the effectiveness of antisyphilitic 
treatment and the incidence of relapse, reinfection must 
be more accurately assessed. Since 1932 at the New 


York Hospital there have been 140 examples of syphilitic 
reinfection or relapse among 128 patients. In each case 
the following factors were reviewed: time of infection, 
diagnosis, type and site of lesions, results of dark-field 
examination, serological reaction of blood and cerebro- 
spinal fluid, contact investigation, total amount and type 
of drugs given, and results of follow-up study. Clinical 
experience indicated that reinoculation may occur while 
the serological reaction is still positive in blood. “A 
positive cerebrospinal fluid examination preceding the 
second infection was felt not only to preclude reinfection 
but to indicate relapse.” The sum total of known 
evidence was taken into consideration in defining 
reinfection. 
On these criteria, based on negative clinical and 
pathological findings beforehand, of the 140 cases of 
recurrent infection 82 were considered to be cases of 
reinfection, 16 cases of probable or possible reinfection, 
and 42 cases of relapse. The results indicate that, 
whereas by previous standards most of the cases would 
have been classed as cases of relapse, only 30% of patients 
had actually relapsed. The percentage of relapse in 
cases treated previously with penicillin was 24-4%, with 
5-day drip arsenotherapy 26-3%, and with prolonged 
heavy-metal and arsenotherapy 34:3°%. The figures 
suggest the comparative inefficiency of these antisyphilitic 
agents. T. Anwyl- Davies 


815. Fatal Jarisch-Herxheimer Reaction with Sudden 
Aneurysmal Dilatation and Complete Bronchial Occlusion 
following Penicillin Therapy 

W. C. L. Dierenspacu. New England Journal of Medi- 
cine [New Engl. J. Med.] 241, 95-96, July 21, 1949. 
17 refs. 


A Jarisch-Herxheimer reaction with fatal outcome, 
due to sudden aneurysmal dilatation with complete 
bronchial occlusion and massive collapse of the lung 
is reported after penicillin therapy. A 75-year-old 
negro was admitted to hospital for pneumonia. Radio- 
logical examination revealed an area of consolidation in 
the right upper lobe of the lung and some enlargement 
of the aorta containing areas of calcification suggestive 
of aneurysm. The blood Wassermann reaction was 
strongly positive. On the third day of aqueous peni- 
cillin injections, 100,000 units 3-hourly, dyspnoea ensued 
and the trachea was found to be deviated to the left; 
breath sounds were absent on the left side of the chest. 
Radiological examination showed that areas of increased 
density had developed throughout the left lung, with 
shifting of the mediastinum to the left consistent with 
atelectasis. Bronchoscopy revealed complete occlusion 
of the left bronchus. The patient’s condition became 
worse and he died on the 58th day after admission. At 
necropsy a large saccular aneurysm of the arch and 
descending aorta containing a large clot was found, with 
collapse of the left lung. 
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The author considers the sudden increase in the size of 
the aneurysm to be due to a focal Jarisch-Herxheimer 
reaction, and suggests that caution be exercised in the 
penicillin treatment of elderly patients. V. E. Lloyd 


816. Semiweekly Treatment of Syphilis with Procaine 
Penicillin in Oil. Reactions and Preliminary Results in 
228 Patients 

V. Scorr. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 34, 998-1006, July, 1949. 23 refs. 


The preliminary results of administering procaine 
penicillin in oil twice a week to 228 patients for the 
ambulatory treatment of syphilis are recorded. Procaine 
penicillin (90% penicillin G) suspended in sesame oil was 
given twice a week because it maintained a steady con- 
centration of penicillin in the blood serum over a long 
period (48 hours). Two schedules of treatment were 
adopted, 600,000 units being given intramuscularly twice 
a week for 74 weeks (total dose, 9 million units), or, in 
cases of more serious late forms of syphilis, for 10 weeks 
(12 million units). 

Approximately 3,500 injections were given but no signs 
of chronic procaine toxicity appeared; one case of 
suspected procaine intolerance, accompanied by dys- 
pnoea, tachycardia, and generalized numbness, was 
observed. The incidence (2°5%) of pruritic eruptions 
due to penicillin was less in the author’s experience than 
with penicillin in peanut oil and wax (5%). 

The lesions of early syphilis resolved promptly and 
Treponema pallidum disappeared from lesions within 24 
hours, but evaluation of the serological response in blood 
and in cerebrospinal fluid will require more prolonged 
observation. The author expects procaine penicillin in 
oil to be at least as effective, both clinically and sero- 
logically, as penicillin in oil and wax. 

T. Anwyl-Davies 


817. The Relationship of Early Clinical Failure to 
Serologic Response in Penicillin-treated Early Syphilis 
M. T. HOEKENGA, M. S. BueRK, and R. V. RIDER. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 33, 323-333, July, 1949. 3 
figs., 4 refs. 


This is an analysis from Johns Hopkins Hospital of 
serological findings in 16,150 cases of early syphilis from 
38 clinics in U.S.A. These patients were treated by 
various schedules involving use of penicillin alone and 
combined with other agents, but no attempt was made to 
differentiate the clinical effect of these varying factors or 
of race or sex. As 600 patients were re-treated before 
failure had been observed clinically, these were excluded 
from the total number (15,550) on which the incidence 
of failure was calculated. 

Of 1,895 patients with serum-negative primary syphilis, 
1,742 (92%) remained serum-negative, but 153 (8%) 
again became serum-positive. The cumulative rate for 
clinical failures (muco-cutaneous lesions, ocular or neuro- 
logical signs, and/or reinfection) among the 1,742 cases 
was 5:5% within 18 months, and 9-7% at the end of 
36 months. 


Of 14,255 patients with serum-positive primary ang 
secondary syphilis, only 7,380 (51-8%) became serum. 
negative; 4,813 (33-7%) remained serum-positive ang 


2,062 (14:5%) relapsed serologically. The cumulative 


clinical failure rate at 18 months was 3-1%, and at 36 
months 7:7%. In those cases (4,195) in which serum 
remained positive in low titre, the clinical failure rates 
were 6°4% at 18 months, and 12-9% at 36 months. In 
contrast, of those patients (489) with serum positive in 
high titre, clinical signs of relapse developed in 30% 
within 18 months. 

The authors advise that all patients with serological 
relapse should be re-treated as soon as possible; if 
serological relapse occurs and re-treatment is withheld 
clinical signs reappear in 75% by the 18th month; if the 
blood remains positive for 6 months in high titre, treat- 
ment should be given again at 6 months whether clinica] 
relapse has or has not yet appeared. 7. Anwyl- Davies 


818. Penicillin Treatment of Late Neurosyphilis—One- 
to Five-year Follow-up with Special Reference to Clinical 
Failures 

D. LANDAU, I. Kopp, A. S. Rose, and H. C. Sotomon, 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 33, 357-363, July, 1949. 


In the S-year period 1944-49, the authors treated 446 
cases of neurosyphilis at the Boston Psychopathic 
Hospital with penicillin (3 to 6 million units over a period 
of 5 to 15 days). Most of the patients were paretics 
and these also received malaria or artificial pyrexia 
treatment in a course of approximately one-half the 
usually accepted intensity. Of those treated 72°% are 
now at home and working; 12% are dead, but in only 
4% of the total could death be attributed to the syphilitic 
process. 

Analysis of the results of treatment in 233 psychotic 
patients indicates that in psychoses of the affective types 
the prognosis is excellent, all patients improving after 
treatment, that in the demented group prognosis is fair, 
67% being improved, whereas of the schizoid types only 
25% benefited by treatment. The cerebrospinal fluid 
in all types showed the usual pattern of improvement. 

The authors being in favour of dual therapy, no attempt 
is made to compare penicillin treatment with fever 
therapy. They also consider that lack of clinical im- 
provement after treatment is more likely to be due to the 
residuum of neural damage or to the persistence of an 
established psychosis than to an enduring active infection. 

G. L. M. McElligott 


819. Difficulties in the Evaluation of Treatment Pro- 
cedures in ‘Tabes Dorsalis 

H. KoTeeN. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.| 33, 364-379, 
July, 1949. 28 refs. 


This is a careful attempt to evaluate the results of 
various types of treatment in 403 patients with tabes 
dorsalis between the years 1932 and 1948 at the New 
York Hospital. The account given of the patients treated 
with penicillin is much more detailed than that of those 
who received other forms of treatment. The author 
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emphasizes that those signs and symptoms which are the 
result of damage to sensory nerve fibres from the involved 
area are not reversible, that symptoms of less than 2 years’ 
duration are more likely to improve than those of longer 
standing, and that patients who have failed to improve 
after one form of antisyphilitic therapy are less likely to 
respond to another than are untreated patients. Patients 
whose symptoms persisted after treatment with arsenicals 
and malaria obtained little or no relief from penicillin and, 
similarly, fever treatment did not improve those who had 
not been helped by penicillin. 

Although, as would be expected, patients whose cere- 
brospinal fluid showed the disease to be more active 
responded more favourably to penicillin, the author 
states that his experience has taught him not to 
withhold treatment from patients in whom the cerebro- 
spinal fluid reactions are satisfactory and that the need 
for treatment should be based on clinical rather than 
laboratory findings. [This view will not be universally 
accepted.] He also states that penicillin treatment is at 
least as satisfactory as other methods, including fever 
therapy, used at his clinic and that, because of its 
danger to the optic nerve and of its very questionable 
efficacy, tryparsamide should be abandoned in the 
treatment of neurosyphilis. G. L. M. McElligott 


820. The Duration of Acquired Immunity in Experi- 
mental Syphilis 

H. J. MAGNusON, B. J. RosENAU, and J. W. CLARK. 
American Journal of Syphilis, Gonorrhea and Venereal 
Disease [Amer. J. Syph.] 33, 297-302, July, 1949. 6 refs. 


821. Studies of the Life and Motility of Treponema 
pallidum in Fertile Hens’ Eggs 

R. J. Rowe and A. C. Curtis. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 303-307, July, 1949. 17 refs. 


822. The Susceptibility of Various Strains of Mice to 
Experimental Syphilis 

H. J. MAGNuSON, B. J. ROsENAU, and J. W. CLARK. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 33, 308-317, July, 1949. 1 fig., 
12 refs. 


823. Observations on the Growth of the Nonpathogenic 
Nichols Strain of Treponema pallidum in the Embryonated 
Chick Egg Under Anaerobic Conditions 

V. D. NewcomsBer and M. HAANES. American Journal 
of Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 33, 318-322, July, 1949. 3 refs. 


GONORRHOEA 


824. Oral Administration of Aureomycin in the Treat- 
ment of Gonorrhea 

C. H. Cuen, R. B. Dienst, and R. B. GREENBLATT. 
Urologic and Cutaneous Review (Urol. cutan. Rev.] 53, 
394-397, July, 1949. 7 refs. 


Aureomycin was given by mouth to 20 patients (17 
males and 3 females) suffering from gonorrhoea of 1 day 
to 2 weeks’ duration in doses of 1 g. 3 times a day for 2 

M—O 


days; all were cured and in several cases all symptoms 
subsided after 2 to 3 g. had been taken; 2 had been 
unsuccessfully treated a week previously with a single 
injection of 300,000 units of penicillin G in oil and wax. 
It is of interest to note that in 7 cases there was no 
complaint of urethral discharge or pain on the part of the 
patient. In all cases gonococci were demonstrated by 
culture, and in 13 by smear, before treatment. Tests of 
cure consisted of urine culture for males and cervical 
culture for females one week after treatment [not a very 
high standard]. Of a comparable group of 20 patients 
treated by a single injection of 300,000 units of peni- 
cillin G in oil and wax, 18 were cured: the remaining 2 
were later cured after they had received 6 g. of aureomycin 
in 2 days. 

An interesting case is described in detail in which 
6,000,000 units of penicillin in oil and wax, given in 
doses of 300,000 units over a period of 5 months, failed to 
effect a cure; in this case also aureomycin was later 
effective. No serious toxic effects of aureomycin were 
noted, 3 patients only complaining of nausea or vomiting. 
Several therapeutic agents have been reported as being 
effective against two or three of the chief venereal diseases 
but it appears that aureomycin is effective against all 
five--lymphogranuloma venereum, granuloma inguinale, 
chancroid, gonorrhoea, and syphilis. It may be that 
aureomycin will prove an effective and practicable oral 
prophylactic for all venereal diseases. 

T. E. Osmond 


825. Prevention of Gonorrhea with Penicillin Tablets 

H. Eacie, A. V. Gupe, G. E. BECKMANN, G. MAST, 
J. J. SapeRO, and J. B. SHINDLEDECKER. Journal of the 
American Medical Association [J. Amer. med. Ass.| 140, 
940-943, July 16, 1949. 1 fig., 4 refs. 


In experimental infection the amount of penicillin 
necessary for cure increases with the number of organisms 
inoculated and with the period which elapses between 
inoculation and commencement of treatment. It seemed 
likely, therefore, that a small amount of penicillin taken 
within a relatively short time after exposure to infection 
would abort gonorrhoea. Two groups of service per- 
sonnel were selected, one being given a single tablet of 
penicillin containing 100,000 units approximately 2 hours 
after possible exposure and the other a similar tablet 
containing no penicillin. In the experimental group, 
varying in size from 151 to 213 men, there were 5 cases 
of gonorrhoea in 3,218 liberties (short leaves) equivalent 
to 1-8 per 1,000 liberties and 105 per thousand men per 
annum; in a control group of 176 to 195 men who 
received a “ placebo” tablet there were 43 cases in 
3,616 liberties, equivalent to 11-9 per 1,000 liberties and 
508 per 1,000 men per annum. In a second experiment 
the content of the penicillin tablet was increased to 
250,000 units, with the result that in the experimental 
group there was one doubtful case of gonorrhoea in 569 
liberties. In a third experiment when penicillin tablets 
were taken voluntarily one doubtful case occurred in 
1,454 liberties, as against an expectation of at least 13, 
Four complications might possibly arise: (1) sensitiza- 
tion; (2) creation of drug-fast strains of gonococci; 
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(3) suppression of a concomitant syphilitic infection; and 
(4) an effect on the flora of the mouth and intestine. 
None of the first three was noted and the fourth remains 
to be determined. It is considered that the above consti- 
tutes an easily applied and effective method of aborting 
gonorrhoea, and possibly also syphilis, and that there 
seem to be few, if any, objections to it. 
T. E. Osmond 


826. The Treatment of Gonorrheal Arthritis with 
Penicillin 


N. Spitzer and O. STEINBROCKER. American Journal of 


the Medical Sciences {Amer. J. med. Sci. 218, 138-144, 
Aug., 1949. 28 refs. 


At Bellevue Hospital, New York, 28 patients with 
gonorrhoeal arthritis received 0-5 million to 7 million 
units of penicillin as the basic treatment over a period of 
3 to 30 days. In each case a bacteriological cure was 
effected of the extra-articular focus of infection, such as 
the urethra or cervix, but the arthritis was not improved 
in 5 patients; it was, however, greatly improved in 15 
and cured in 8. Those cured had complete restoration 
of joint function; in those greatly improved, fever and 
inflammation quickly subsided and only slightly limited 
movement or tenderness remained; in the cases in which 
treatment failed there was residual deformity or no 
apparent improvement. 

Because penicillin destroys gonococci so rapidly, pro- 
longed immobilization should be replaced by increasing 
amounts of exercise and physical therapy to preserve 
joint function and to prevent disability. These results 
imply that penicillin administration supplemented by 
earlier physiotherapy and joint movement is at least as 
effective as, or better than, sulphonamide or fever 
therapy, and far superior to treatment given before the 
sulphonamide era. T. Anwyl- Davies 


827. Serological Studies on Gonococci. II. Cross- 
absorption Experiments and Factor Serum Determinations. 
[In English] 

A. Reyn. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 26, 234-251, 1949. 
14 refs. 


A number of strains of gonococci which might be 
expected to be serologically identical—repeated cultures 
from the same patient or from a series of contacts— 
were examined by cross-absorption tests with rabbit sera, 
but it was found that many of the absorbed sera became 
anticomplementary, making it impossible to demonstrate 
their identity by this technique. A number of “ factor” 
sera were therefore prepared, analogous to those used 
for the determination of antigenic structure in Salmonella 
Broup organisms. With 5 such sera there are 32 possible 
types if the factors are combined freely. Actually, 
among more than 100 strains which were selected at 
random, 27 types were found, 9 of them with only one 
representative. 

Comparison “between the results in factor deter- 
mination and in cross-absorption experiments for 
17 sets of strains obtained by repeated cultures from the 
same patient showed fairly good agreement between the 


two methods. It was found that the anticomplementary 
tendency of absorbed sera prepared from rabbits could 
be abolished by preliminary treatment of the absorbed 
antigen with inactivated guinea-pig serum. It was also 
found, however, that satisfactory sera without any anti- 
complementary tendency could be prepared directly 
from guinea-pigs. When the two types of sera were 
compared it was found that factor determination did not 
give absolutely uniform results, but the antigens used for 
the production of the factor sera still gave fairly uniform 
reactions by the 2 methods. 

Factor determination was performed on 76 pairs of 
strains from the urethra and cervix of the same patient, 
of which 67 pairs were shown to be identical. Factor 
determination was also carried out on 30 series of strains 
from chain infections, totalling 75 strains from 61 patients, 
28 of the chains being shown to consist of identical types 
and only 2 showing divergence of types. Cross-absorp- 
tion experiments carried out with strains of the same type, 
as determined by means of factor sera, showed that these 
strains differed antigenically unless they originated from 
the same patient or were part of the same chain infection. 
In cross-absorption experiments with strains of different 
types it was possible with the sera available to establish 
tentative antigenic formulae only, owing to the many 
partial antigens—perhaps both type and strain antigens— 
possessed by gonococci in addition to the antigen common 
to all. R. B. Lucas 


828. Serological Studies on Gonococci. III. Thermo- 


stability and Bio-chemical Nature of the Gonococcus 
Antigens; Durability of the Factor Sera. [In 
English] 

A. REyN. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 26, 252-268, 1949. 
Bibliography. 


Observations were made on gonococci to determine 
whether there was any evidence of capsuiation. When 
homologous rabbit serum was added to a suspension of 
the organisms a somewhat dubious swelling of the 
bacterial body was observed, but no actual capsular 
swelling could be seen. 

In order to determine whether non-absorbed and 
absorbed sera represented antibodies against thermo- 
labile or thermostable antigens, complement-fixation 
tests were carried out with 5 factor sera (types III, V, 
VI, IX, and XII) on gonococcus antigens treated with heat 
for varying periods. It was found that the fixing capacity 
of non-absorbed (homologous and heterologous) sera 
already heated to 56° C. was affected only to a slight 
degree by further heating to 100°C. This might indicate 
that the antigenic quota common to all gonococci is 
chiefly of a carbohydrate, or possibly lipid, nature. A 
polysaccharide obtained from 2 strains of gonococci was 
found to be thermostable and it was assumed that this 
corresponded to the antigen common to all gonococci. 
As regards the keeping properties of factor sera, it 
was found that factors V, XII, and IX could not be 
stored satisfactorily at 4° C., whereas factors III and VI 
could be kept for several months at that temperature. 

R. B. Lucas 
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Genito-Urinary Disorders 


829. Dietary and Hormonal Influences in Experimental 
Uremia 

G. Masson, A. C. CoRCcoRAN, and I. H. PaGe. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. 7 
34, 925-931, July, 1949. 27 refs. 


To determine the effect of fasting and of diets of alae 
pure carbohydrate, fat, or protein on the course of 
uraemia, groups of rats were subjected to bilateral 
nephrectomy by a two-stage procedure. Immediately 
after removal of the second kidney the animals were given 
the test diets. In addition, the effects of administration 
of desoxycorticosterone acetate, testosterone, and in- 
sulin, and the effect of simulated infection (turpentine 
abscesses), On the course of the uraemia were tested on 
other animals. The blood urea concentration 30 and 
48 hours after nephrectomy and the survival time of the 
animals were used as indices of effectiveness of the 
various procedures. 

Carbohydrate and fat diets resulted in longer survival 
and less azotaemia than starvation or protein feeding. 
Further lessening of the azotaemia was produced by 
combined administration of desoxycorticosterone acetate, 
testosterone, and a carbohydrate diet. None of the 
procedures influenced the course of uraemia in the 
presence of turpentine abscesses. G. M. Bull 


830. The Significance of the Difference in Systemic 
Arterial and Venous Plasma Concentrations in Renal 
Clearance Methods 

C. BruN, T. HILDEN, and F. Raascuou. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 144-152, Jan., 
1949. 6 figs., 13 refs. 


In determining “ diodrast ’’ (diodone) clearance values 
at the Kommune Hospital, Copenhagen, the authors 
noted that with rapidly falling plasma concentrations of 
diodrast the values obtained were unexpectedly low. An 
examination of the literature showed that the published 
values for normal subjects differ with the method of 
injection of diodrast, which may be given by continuous 
intravenous infusion, or by a single intravenous, sub- 
cutaneous, or intramuscular injection. These differences 
might be explained on the basis of the above observation, 
which the authors have attempted to elucidate. Failure 
to correct for delay between time of excretion by the 
kidney and time of evacuation of the bladder or for renal 


tissue hold-up would have produced an erroneously high 


value. Slow release of the diodrast from the erythro- 
cytes, which might result in low values, was shown not to 
occur and plasma protein binding differences were held 
to be a very unlikely explanation. The clearance was 
therefore calculated for venous and arterial diodrast 
levels separately, standard techniques being used in- 
corporating revised delay-time corrections based on 
unpublished work of the authors (at urinary flow rates 
of 1-5 to 5 ml. per minute the correction was 5 to. 8 


minutes instead of the standard 3 minutes). The blood 
samples were obtained every 10 minutes by means of 
retained cannulae, the subjects being afebrile patients 
without renal or cardiac disease. A difference between - 
the venous and arterial plasma concentration of diodrast 
averaging 29% was found, which roughly corresponds 
with theoretical calculations of the renal’ and “* extra- 
renal ’’ minute volumes. It was found that “ arterial” 
clearance values with rising and falling diodrast con- 
centrations in blood were identical, whereas “* venous ”’ 
clearance values were too low with falling and too 
high with rising concentrations. With the constant 
intravenous infusion method, however, practically 
identical clearance values were obtained on the basis of 
either arterial or venous concentrations of diodrast, 
so that in this casé the use of the venous concentration 
is regarded as permissible. J. Maclean Smith 


831. Effect of Febrile Plasma, Typhoid Vaccine and 
Nitrogen Mustard on Renal Manifestations of Human 
Glomerulonephritis 

H. Cuasis, W. GOLDRING, and D. S. BALDWIN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.| 71, 565-567, Aug., 
1949. 2 figs., 9 refs. 


The effect on chronic diffuse glomerulonephritis of a 
pyrogenic reaction induced by intravenous typhoid 
vaccine was tested. Proteinuria decreased, and this the 
authors believe to be due to an alteration in renal haemo- 
dynamics. Plasma from patients with haemolytic 
streptococcal and pneumococcal infections had no effect 
when injected intravenously into other patients with 
chronic nephritis. One of the nitrogen mustards 
(HN2) was given intravenously to 3 patients with chronic 
nephritis; proteinuria decreased, and in one case there 
was a diuresis with a return of glomerular function 
towards normal. G. S. Crockett 


832. Treatment of Nephrosis with Concentrated Human 
Serum Albumin. I. Effects on the Proteins of Body 
Fluids 

J. A. LuetscHer, A. D. HALL, and V. L. KREMER. 
Journal of Clinical Investigation [J. clin. Invest.j 28, 
700-712, July, 1949. 10 figs., 19 refs. 


Intravenous injection of 200 ml. of a 25% solution of 
human serum albumin daily for 3 to 6 days into 
13 patients with nephrosis produced (approximately) a 
50% increase in plasma volume and a 75 to 125% increase 
in total circulating protein. In all cases there was an 
increase in plasma albumin content, but in 6 cases the 
plasma protein concentration was not significantly 
increased, since, even though the total circulating protein 
was restored to nearly normal levels, the blood had been 
diluted by fluid mobilized from the tissues and not 
excreted. The 5 patients in whom the largest increase in 
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plasma protein and albumin concentration occurred were 
free from oedema after they had received treatment for 
4 to 6 days. 

It is concluded that concentrated human serum 
albumin is an effective therapeutic agent for the replace- 
ment of circulating albumin during nephrosis, but the 
treatment is less effective in patients with massive pro- 
teinuria. Owing to the great dilution of added protein, 
it is difficult to increase the plasma protein concentration 
in the presence of excess oedema fluid of low protein 
content. It is therefore suggested that’ removal of 
oedema may be a necessary step in increasing the plasma 
protein concentration. Both the oedema and the hypo- 
proteinaemia of the nephrosis are aggravated by the 
failure of the kidney to excrete excess fluid, and are there- 
fore not necessarily corrected by replacement of the 
plasma albumin deficit. J. E. Page 


833. Secondary Amyloidosis 
D. C. Danuin. Annals of Internal Medicine [Ann. 
intern. Med.] 31, 105-119, July, 1949. 6 figs., 22 refs. 


Lardaceous disease, as is well known, is by no means 
uncommon in the course of chronic suppuration. In 
addition to being a complication of ulcerative colitis, 
bacterial endocarditis, myeloma, leukaemia, and rheuma- 
toid arthritis, it is also fairly common in chronic tubercu- 
losis of any kind. The lardaceous material is commonly 
seen in the spleen, kidneys, suprarenal glands, and liver. 
On histological examination it is found to have a much 
wider distribution—in the reticulum between the 
muscle fibres and the capillaries, in the media of small 
vessels, in the connective tissue of the thyroid and 
pancreas, and on the surface of the cells in fatty tissue. 
In spite of this wide distribution lardaceous disease 
clinically shows itself almost exclusively by nephrotic 
syndromes. It is rather curious that clinical syndromes 
of arterial, suprarenal, and hepatic involvement should 
be sorare. Forexample, Addison’s disease in lardaceous 
syndromes is very uncommon indeed. G. F. Walker 


834. Factors Inducing Renal Shut-down from Lysed 
Erythrocytes: An Experimental Study 

N. S. R. Maur. Annals of Surgery [Ann. Surg.) 130, 
49-67, July, 1949. 7 figs., 47 refs. 


In experiments on dogs the author found that intra- 
venous injections of homologous haemoglobin in the 
form of lysed erythrocytes in amounts equivalent to an 
incompatible blood transfusion of over 1 litre in a man of 
70 kg. body weight, were tolerated without affecting the 
renal activity, provided the animal was not dehydrated or 
in a state of shock. Previous dehydration reduced the 
effective renal blood flow and the rate of glomerular 
filtration in the dog. There was evidence that renal 
“ shut-down’’ was not primarily due to vasocon- 
striction, nor was there any obvious decrease in absolute 
renal blood flow, but effective renal blood flow was 
markedly lower as shown by gross delay in renal clearance 
of p-aminohippurafe. Anuria after dehydration and/or 
shock plus infusion of lysed erythrocytes was associated 
with tubular failure to extract the hippurate from the 
blood circulating through the renal parenchyma. It also 


occurred after the animal had recovered from shock or 
loss of blood. Other things being equal, denervation of 
the kidneys did not prevent renal failure. Necropsy, on 
the second or third day of uraemia, revealed no swelling 
of the kidney, and histologically there was no obvious 
renal cellular damage, but the tubules were occluded 
by brown casts or crystals which had the spectroscopic 
properties of methaemoglobin. L. H. Worth 


835. The Effect of Anoxic Anoxia on the Human Kidney 
E. Y. BerGer, M. GALpsToN, and S. A. Horwirz. 
Journal of Clinical Investigation [J. clin. Invest.) 2, 
648-652, July, 1949. 23 refs. 


In subjects with normal cardiovascular and respiratory 
systems an oxygen tension of about 50 mm. Hg was 
induced in arterial blood by the inhalation of 14% 
oxygen. Observations of renal function were then made 
and compared with observations made with the subject 
breathing room air. Studies were also made on emphyse- 
matous patients who had oxygen tensions in arterial 
blood of approximately 50 mm. while breathing room 
air, and observations were repeated while the subjects 
breathed 100% oxygen. Glomerular filtration rate was 
measured by inulin clearance and renal plasma flow by 
p-aminohippurate clearance. Expired air was collected 
in a spirometer which recorded respiratory rate and 
volume. The pulse rate and blood pressure in the 
brachial artery were recorded at 5-minute intervals 
throughout any particular procedure. Nine subjects 
were studied, 2 of them having emphysema. 

No significant changes in respiratory rate or in blood 
pressure occurred during inhalation of 14°% and 100% 
oxygen. There was an increase of 13 to 20% in renal 
plasma flow in 4 normal subjects during the anoxic 
periods, while in the 2 subjects with emphysema the 
administration of 100°, oxygen induced a fall. If in the 
latter the periods of breathing room air were considered 
as the anoxic periods, there was an increase in renal 
plasma flow of 29% in each subject during anoxia. 
The filtration rate did not change appreciably during 
anoxia in 4 observations, increased by 9 to 23°% in 4, and 
decreased by 19% in one. 

There was always an increase in the rate of sodium and 
chloride excretion during anoxia, and the urine flow 
tended to increase, presumably owing to the increased 
concentration of these substances. The magnitude of 
change in salt and water excretion showed little correla- 
tion with the magnitude of change in filtration rate or 
renal plasma flow. 

Urinary pH shifted to higher values in all observations 
except one, but this subject had a control value of 
PH 7-6. Ammonia production decreased in all but one 
observation. Potassium excretion increased in all but 
2 observations. Proteinuria did not develop during 
anoxic periods. The phosphorus excretion usually 
increased as the experiment progressed, irrespective of 
changes in blood oxygen tension. It is concluded that 
anoxic anoxia alone does not appear to be the cause of 
the reduction of renal plasma flow or of the retention of 
salt and water observed in congestive heart failure. 

R. B. Lucas 
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836. Malignant Primary Nephrosclerosis of a Series of 
Hospital Patients. [In English] 

5, G. Joxiptt. Acta Medica Scandinavica [Acta med. 
scand.| 135, 263-274, 1949. 9 refs. 


937. A New Type of Artificial Kidney. (Preliminary 
Clinical Report) 

J.A. STERLING and J.C. DoANe. Urologic and Cutaneous 
Review (Urol. cutan. Rev.] 53, 385-389, July, 1949. 3 
figs., 9 refs. 


838. On the Artificial Kidney VIII-XIII. [In English] 
N. ALWALL. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 229, 1-31, 1949. 18 figs., 14 refs. 


See also Section Medicine: General, Abstract 660. 


839. Experiences with the Kolff Artificial Kidney 

A. P. FISHMAN, I. G. Kroop, H. E. Leitter, and A. 
HyMAN. American Journal of Medicine [Amer. J. Med.] 
7, 15-34, July, 1949. 3 figs., 24 refs. 


This paper contains case reports of 6 patients treated 
with the Kolff artificial kidney, in which blood is dialysed 
in a “cellophane” tube running through a bath of 
modified Ringer’s fluid. Four patients, already mori- 
bund, died after treatment; 2 patients survived. The 
apparatus was shown to be mechanically competent and 
capable of removing substances of small molecular weight 
from the blood. The use of heparin to make the blood 
incoagulable is a serious drawback, and heparin anta- 
gonists, such as toluidine blue or protamine, should be 
at hand. The authors find it difficult to assess the 
indications for the artificial kidney, as they are aware of 
the strong tendency to spontaneous recovery from 
anuria, provided water and electrolyte balance is 
maintained and not exceeded. D. A. K. Black 


840. Acute Urinary Suppression. Observations in 
Twenty-two Patients 

R. J. Stock. American Journal of Medicine [Amer. J. 
Med.} 7, 45-55, July, 1949. 7 figs., 4 refs. 


This paper is based on 22 cases of acute urinary 
suppression treated conservatively—that is, without any 
attempt to influence kidney circulation or to secure 
removal of metabolites from the body by extrarenal 
channels. Of the patients 11 recovered; of the 11 deaths 
5 were clearly due to excessive administration of fluids. 
Three other patients who died suddenly are thought to 
have had a high serum potassium level, but the evidence 
to establish this is lacking. In the patients who re- 
covered diuresis of 1 litre or more per day was established 


in 15 days or less; one patient who died lived for 50 days — 


with bilateral ureteric obstruction. Clinical oedema was 
observed in 18 of the 22 patients, moderate hypertension 
in 13, and convulsions in 5, 3 of whom recovered. 
Sodium and chloride levels in the serum were usually 
low. Most of the patients were given injections of 50% 
glucose, and in no instance did this produce diuresis. 
In those patients who recovered, the blood pressure, 
blood urea level, phenolsulphonphthalein excretion, and 
power of concentration of the urine had returned to 


normal within 3 months. Most of the patients who died 
were over 50 years of age, and many of them had 
complications. 

[This important paper demonstrates the strong 
tendency to recovery in cases of suppression of urine; the 
results would certainly have been even better had fluids 
been restricted and a protein-free diet given.] 

D. A. K. Black 


841. Treatment of Anuria. Management of Patients 
with Intrarenal Lesions 

E. L. Pratt. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 76, 14-25, July, 1948. 3 figs., 
11 refs. > 


A plan for the management of cases of anuria due to 
transitory intrarenal disturbances is described. It is 
based on the assumption that death from anuria is a 
result of disorganization of the internal environment, 
especially with regard to electrolytes. 

Before instituting treatment it is necessary to determine 
whether the anuria is due to obstruction of the urinary 
tract, to extrarenal factors diminishing the effective 
glomerular filtration pressure, or to intrarenal disturbance. 
When the diagnosis of the intrarenal type of anuria has 
been made the following plan is instituted: (1) The 
sodium, chloride, and bicarbonate concentrations in 
blood are determined. (2) Sufficient fluid should be 
given each day to keep the body weight constant and 
replace the imperceptible losses. For this 30 to 60 ml. 
per kg. body weight per 24 hours is required for infants, 
and a smaller proportion for older children and adults. 
(3) Modifications of this amount depend on the level of 
sodium in the serum. If the sodium concentration falls 
water intake must be reduced, and vice versa. (4) A fall 
in the concentrations of serum electrolytes may be 
countered by administration of sodium, chloride, or 
bicarbonate. The amounts required, in milliequivalents, 
will equal approximately the estimated extracellular 
fluid volume in litres multiplied by the deficit in milli- 
equivalents per litre. (5) The only food required is 
glucose, which for infants should be enough to provide 
30 to 60 Calories per kg. body weight per day. To older 
children and adults 100 to 200 g. of glucose per day may 
be given, irrespective of body weight. Glucose can 
generally be given by mouth. The administration of 
glucose will spare body protein and glycogen and thus 
probably control the liberation of intracellular potassium. 
In experimental anuria the potassium concentration in 
serum rises progressively and eventually reaches a lethal 
concentration; this is apparently the limiting factor in 
survival. 

Seven patients with anuria and reversible renal lesions 
weie treated by this method and survived. Two other 
patients died and at necropsy each was shown to have 
irreversible renal damage. The use of this method is 
illustrated by a detailed account of the treatment of an 
infant who was anuric for 11 days and recovered. The 
danger of giving too large amounts of fluid (“* water 
intoxication’’) and thereby producing a hypotonic 
electrolyte pattern is emphasized by data from another 
patient. F. A. Langley 
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Disorders of the Locomotor and Osseous Systems 


842. Psychogenic Rheumatism 

W. TeGner, D. O’NemtL, and A. KaLpeGG. British 
Medical Journal [Brit. med. J.] 2, 201-204, July 23, 1949. 
4 refs. 


The authors attempt to establish diagnostic criteria for 
psychogenic rheumatism’’—if this entity exists. 
Fifteen patients (14 women and 1 man) thought to be 
suffering from psychogenic rheumatism were subjected 
to psychiatric examination. A control group, consisting 
of patients of the same age and sex distribution suffering 
from painful somatic disorders of known causation 
(osteo-arthritis, brachial neuralgia, injury to a joint, 
cervical rib, periarthritis, intervertebral disk lesion, 
rheumatoid arthritis, and alveolar abscess) were investi- 
gated in the same way. Differences between the two 
groups were noted. Discomfort in the test group was 
clearly difficult to describe; descriptive terms used by 
patients in the control group were recognizable. Distri- 
bution of discomfort in the test group was usually exten- 
sive enough to merit the phrase “ pain all over’; it was 
more or less localized in the control group. Discomfort 
was aggravated in the control group mainly by touch or 
movement; in the test group, by such factors as work, 
relaxation, mood, noise, heat, or cold. 

In 13 patients in the test group and in only 2 controls 
the onset was associated with emotional tension. In 
10 control patients, but in only one of the test group, 
no psychiatric abnormality was found. A summary of 
each case in the test group is given; each concludes with a 
tentative formulation of the pathogenesis of the rheumatic 
complaint. Some examples are: ‘* somatic expression, 
perhaps in muscular tension, of strong moral resentment 
of father’s behaviour”; somatic expression of self- 
punitive trend at her failure to bear children ”’; and so on. 

The authors conclude that the condition seems to merit 
recognition as a clinical entity, and that it is aptly 
described by the term “‘ psychogenic rheumatism ”’. 

Kenneth Stone 


843. Fibro-fatty Tissue and its Relation to Certain 
** Rheumatic ’’ Syndromes 

W. S. C. CopeMANn. British Medical Journal (Brit. med. 
J.] 2, 191-197, July 23, 1949. 7 figs., 14 refs. 


The author claims to have shown that so-called 
fibrositis can be the result of an abnormal retention of 
fluid by fat lobules in certain situations. Pain results 
because of the confinement of these lobules by indisten- 
sible fibrous tissue. In some instances there is hernia- 
tion of fat through a weak part of this covering. The 
same disturbance is the essential cause of panniculitis. 

The observations which suggested this hypothesis have 
already been recorded, and references are given to the 
original communications. When “ fibrositic”’ trigger 
points were surgically explored herniation of distended 
fat lobules through deficiencies in their fibrous covering 


was often found. Removal of these herniae was followed 
by lasting relief from pain. A general cellular dehydra- 
tion, achieved by fluid restriction and the administration 
of sodium sulphate, followed by intravenous injection of 
50 ml. of 30% sodium chloride, brought relief from pain 
of variable duration to 13 of 22 patients. 

[In this review enough is reproduced of previous com- 
munications to enable the reader to judge the validity of 
the argument.] Kenneth Stone 


844. Aureomycin in Experimental Polyarthritis with 
Preliminary Trials in Clinical Arthritis 

W. C. Kuzett, G. M. GarRpDner, and D- M. Fairtey. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N.Y.) 71, 631-633, Aug., 
1949. 7 refs. 


The addition of aureomycin to the diet, subcutaneous 
administration, and gastric intubation of the antibiotic 
prevented and cured experimental polyarthritis of rats due 
to the L, strain of pleuropneumonia-like organism. In 
vitro aureomycin prevented growth of the microbe in 
broth. In preliminary clinical trials, several patients with 
chronic rheumatoid arthritis who responded unsatis- 
factorily to several therapeutic agents also failed to 
respond to aureomycin.—[Authors’ summary.] 


845. Pulmonary Disease Manifestations of Ankylosing 
Spondylarthritis 

K. A. HAMILTON. Annals of Internal Medicine [Ann. 
intern. Med.] 31, 216-227, Aug., 1949. 4 figs., 4 refs. 


Ankylosing spondylitis or ankylosing spondylarthritis 
affects not only the vertebral bodies and apophysial 
joints but tends invariably to limit freedom of movement 
at the costo-vertebral articulations. By this process the 
movements of the ribs are impeded and the thorax tends 
to be held rigid in a position of maximum inspiration. 
The important result of such rigidity of the ribs is lack of 
expulsive power in coughing. Without power to cough 
adequately a person is unable to expel mucus, bacteria, 
and epithelial debris swept into the trachea by ciliary 
action. 

A point of clinical importance is that persons with 
ankylosing spondylitis are more than usually prone to 
pulmonary atelectasis in the presence of mild respiratory 
tract infections. They are apt to suffer from deep-seated 
pulmonary disease after upper respiratory tract infections 
and organic pulmonary disease after anaesthesia. 

Bronchiectasis, pulmonary fibrosis, chronic 
bronchitis must therefore all be looked upon as 
accompaniments of ankylosing spondylitis. [There is 
a well-known clinical association between ankylosing 
spondylitis and asthma. Also, ankylosing spondylitis 
tends to be associated with hepatic and renal inefficiency 
and a make-up of personality sometimes loosely called 
“* neurotic G. F. Walker 
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846. The Electroencephalogram in Brain Tumours. 
(Das Elecktrencephalogramm beim Hirntumor) ? 
F, DuENSING. Archiv fiir Psychiatrie und Nervenkrank- 
heiten (Arch. Psychiat. Nervenkr.] 182, 51-96, 1949. 
11 figs., 29 refs. 


This is an extensive study of electroencephalography 
in cases of brain tumour and of its value in clinical 
diagnosis. An analysis of 72 cases of supratentorial 
tumour in which electroencephalography was carried out 
showed the records to vary greatly. The changes in 
electric potentials were indicative of the site of the 


- tumour in a quarter of the cases only. In the majority 


the whole affected hemisphere showed abnormality 
in the electroencephalogram (EEG). In 6 cases—3 of 
them of parasagittal meningioma—no electroencephalo- 
graphic changes were detected. The author discusses 
at length the various records obtained in relation to the 


‘ Jocation of the tumours. He believes that the changes 


in the EEG are only indirectly connected with the elec- 
trical potentials of the tumour itself, and that the meta- 
bolic and vascular changes occurring in the brain appear 
to be of more importance. The depth of the lesion and 
its distance from the cortex, and the type and size of the 
tumour, bear no relation to the EEG. In cases with 
marked papilloedema the EEG was always abnormal. 
Localized abnormalities are very seldom seen in cases of 
tumour of the posterior fossa, and this is probably due 
to the secondary hydrocephalus. A positive correlation 
exists between pathological changes in the cerebrospinal 
fluid and the EEG. Other points, such as the need for 
encephalography when the EEG is abnormal and the 
differential diagnosis between supratentorial and infra- 
tentorial tumours, are also discussed. The author 
concludes that at present the EEG is of only auxiliary 
value and the final diagnosis must be based primarily on 
clinical findings. J. T. Leyberg 


847. Electrical Activity of the Neostriatum, Paleo- 
striatum, and Neighbouring Structures in Parkinsonism 
and Hemiballismus 

R. Meyers, R. Hayne, and J. Knott. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 12, 111-123, May, 1949. 9 figs., 
26 refs. 


Records were taken with an 8-channel instrument and 
bipolar and unipolar scalp derivations combined with 
leads from a multi-ring exploratory electrode passed into 
the subcortical tissue. Eleven patients with ‘“‘ extra- 
pyramidal disorders”’ were studied; 9 had Parkin- 
sonism of post-encephalitic or idiopathic type, one had a 
chronic post-traumatic left hemiparesis and hemi- 
Parkinsonism, one had developed an acute hemiballismus 
of the left limbs. Records were analysed as regards 
provenance, frequency, .voltage, and polarity. Eleven 
control subjects were also examined in the same way. 


There were considerable variations with time and between 
individuals as regards frequency and voltage in electro- 
striatograms but the average frequency of these was 
generally higher than with scalp leads. Similarities 
between scalp-ear and striatum-ear records were due to 
common derivation from cortex close to the ear. Deep 
structures such as caudate, putamen, and globus pallidus 
could not be distinguished electrically, but local dis- 
charges could be traced in both patients and controls to 
the head of the corpus striatum or putamen. In 4 of the 
cases of Parkinsonism there was no difference from 
controls, 5 had bursts of waves at 17 to 23 and one a 
regular discharge at 5-5 cycles per second. There was no 
correlation between electrical and clinical features, or 
between electroencephalogram and electrostriatogram 
frequencies and rate of limb tremor. It is suggested that 
the patho-physiology of Parkinsonism may vary greatly 
from case to case as regards the neural loops usurped. 
W. Grey Walter 


848. Analysis of Electroencephalographic Findings in 
Forty Cases of Verified Brain Tumour. II. Electro- 
encephalographic Findings in Malignant Cerebral Gliomas 
H. M. Cuneo, C. W. RAND, and H. SJAARDEMA. Baulle- 
tin of the Los Angeles Neurological Society (Bull. Los 
Angeles neurol. Soc.] 14, 86-103, June, 1949. 9 figs. 
The clinical, laboratory, radiographic, electrical, 
surgical, and pathological data from 9 cases of infiltrat- 
ing cerebral glioma are presented in detail. The 
electrode placements are unusual. W. Grey Walter 


849. Electroencephalography in the Diagnosis of Hearing 
Loss in the Very Young Child 

R. E. Marcus, E. L. Gipss, and F. A. Gisss. Diseases 
of the Nervous System [Dis. nervy. Syst.) 10, 170-173, 
June, 1949. 3 figs., 5 refs. 


Records were taken during sleep with an 8-channel 
instrument and scalp-ear electrodes from 19 patients, 
aged 17 months to 9 years, with defective hearing. 
Thirteen were totally deaf by otological standards; of 
these, 9 showed no arousal response to auditory stimuli, 
1 a response from both ears, 2 a response from one ear, 
and 1 a questionable response from one ear. Three 
showed sluggish arousal response to olfactory stimulation 
and 10 a marked response. Seizure patterns were found 
in 3 cases and borderline abnormality in 4; 6 were normal 
in this respect. In 6 cases there was residual hearing but 
disorder of speech. Of these, 2 showed no arousal 
response, and one of these also showed no olfactory 
response; the other 4 responded well to all stimuli. 
Three patients had marked and 3 doubtful abnormalities 
—none was normal. Electroencephalographic studies 
during sleep by the method of arousal scem to have 
considerable value in the assessment of sensory dys- 
function. . W. Grey Walter 
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850. Technical Observations on the Use of Independent 
Ear Electrodes 

M. McAvoy and S.C. LittLe. Diseases of the Nervous 
System [ Dis. nerv. Syst.] 10, 207-210, July, 1949. 7 figs., 
10 refs. 

Records were taken from 84 patients by means of scalp 
electrodes referred to both independent unilateral refer- 
ence ear electrodes and interconnected grounded ear 
electrodes. The independent reference method revealed 
foci more clearly in 16 cases out of 29 with focal ab- 
normality. The superiority was greatest when the lesion 
was in the temporal lobe. [No comparison with bipolar 
scalp derivations is made.] W. Grey Walter 


851. Measurement of Sensation. I. Vibratory Sensa- 
tion 

J. A. Toomey, L. Kopecny, and 8S. Mickey. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 61, 663-671, June, 1949. 6 figs., 7 refs. 


CENTRAL NERVOUS SYSTEM 


852. The Nerves of the Dura Mater and their Part in the 
Pathogenesis of Headache. (Hepsti MosroBoi 
o60n0uKH HM MX B maTOreHe3se 
6onen) 

V. L. LesnitskAyA. Bonpocst Henpoxupyprun [Vop. 
Neirokhir.| 13, No. 3, 13-22, May-June, 1949. 4 figs., 
5 refs. 


The sensory nerves of the dura, the falx cerebri, and the 
tentorium cerebelli have both constant and variable 
sources. They are derived constantly from the tri- 
geminal, the greater superficial petrosal, the vagus, and 
the hypoglossal; inconstantly, they may be branches of 
the trochlear, the glossopharyngeal, and the accessory. 
In addition, twigs from the cavernous plexus and the 
plexuses surrounding the middle meningeal and the 
vertebral arteries can always be found in the substance 
of the dura. Some of the sensory dural nerves are there- 
fore branches of cranial motor nerves. 

Stimulation of the dura by touch over the central part 
of the anterior fossa caused pain referred to the forehead 
and eye. Stimulation of the lateral part of the anterior 
cerebral fossa was felt in the temple. Stimuli applied in 
the central cerebral fossa were usually felt over the 
temple. Projection from the tentorium was inconstant. 
Sensation could be projected to the forehead or the homo- 
nymous eye or ear. Insome cases it was projected to 
the temple and ear. Faradic stimulation of the lower 
surface of the tentorium was painless, but this surface 
proved sensitive when pierced by a needle, a sharp pain 
being then felt over the homonymous eye. Stimulation 
of the dura over the vertex of the brain was variable in its 
effect. This part of the dura was sensitive in one-third 
of the cases. The dura over the temporal lobe was more 
sensitive than that over the frontal and parietal lobes. 
In 5 out of 8 cases sensation was projected to the temple. 
The dura over the occipital lobe was sensitive in 5 out of 
9 cases, and the pain was referred to the homonymous 
eye in 4 cases, and to the temple in one case. The falx 
cerebri proved very sensitive, the pain being felt over the 


territory supplied by the first branch of the trigeminal 
nerve. The dura over the lower surface of the cerebellum 
was sensitive in 5 out of 15 cases, when the pain was 
referred to the homonymous eye. 

Sensitivity was lost if the dura was much involved in 
pathological changes. The intensity of the referred pain 
tended to increase towards the end of the operation, when 
the effects of local analgesia were diminishing. 

Direct stimulation of dural nerves is, of course, not the 
only cause of headache in focal lesions of the brain and 
meninges. It is well known that headache may also 
be caused by the irritation of vascular nerve endings in the 
dura. In addition, direct irritation of the Gasserian and 
upper cervical nerve ganglia may give rise to referred 
pain. In the headache of hypertension any of the above 
factors may be involved. L. Crome 


853. Histamine Headache 
M. Eszenyi-HAasy. British Medical Journal [Brit. 
med. J.) 1, 1121-1123, June 25, 1949. 


The author has treated 80 patients with histamine and 
reports his experiences from the neurological department 
of the Szent Istvan Hospital, Budapest. He concludes 
that “‘ treatment by histamine is worth while in all cases 
of frequent headaches of long duration ”’. 

Of 80 patients suffering from headache, 45 were 
thought to have histamine headache, which is described 
as paroxysmal, unilateral, sometimes associated with 
ipsilateral congestion of the nasal mucosa, and without 
associated ocular symptoms or vomiting. Attacks 
brought on by the injection of 0-3 mg. histamine sub- 
cutaneously resemble those occurring spontaneously. 
The responsible mechanism is unknown. In 10 control 
patients not suffering from headache the injection caused 
a feeble reaction or none at all. Treatment by histamine 
desensitization started with injection of the above dose, 


_0-1 mg. being then given daily until tolerance was 


acquired and the dose being then increased to 0-2 mg. 
daily. A complete cure is claimed in 29 of the 45 cases 
of histamine headache. 

Four cases are briefly described. The number of daily 
injections varied from 10 to 27. [The details given about 
these cases are scanty. The symptoms in cases 3 and 4 
suggest a psychogenic basis. In only one case is a 
radiograph of the skull mentioned, and in none is the 
blood pressure, the appearance of the fundus oculi, or 
the Wasserman reaction recorded.] The cases have been 
followed up for 6 months either by personal contact or 
by correspondence. [The lack of clinical detail makes the 
interpretation of this report doubtful. It is curious that 
psychical headache was found in only 8 of the 80 cases.] 

R. N. Johnston 


854. Anticoagulant Therapy of Disseminated Sclerosis. 
(Antikoagulatni therapie roztrouSené sklerosy mozko- 
mini) 

I. Lesny and L, PoLAtex. Casopis Lékati Cesksych 
(Cas. lék. ées.] 88, 115-120, Feb. 4, 1949. 13 refs. 


These Czech workers began anticoagulant therapy of 
disseminated sclerosis at Henner’s Neurological Clinic 


early in 1945, ** not so much because of faith in Putnam’s ° 
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concept of the aetiological significance of vascular 
thrombosis in the centre of plaques ’’ as on the strength 
of other pointers. Disseminated sclerosis is said prac- 
tically never to occur in the yellow races, in whom 
coagulation time is markedly prolonged. The authors 
found that the prothrombin level was significantly higher 
(120-6°,) in patients with disseminated sclerosis than in 
normal subjects (98-1%). Treatment was begun before 
Putnam reported his first successful results in 1947. 

Heparin was given to 27 patients, 22 of whom showed 
subjective and objective improvement; it was given 
intramuscularly, at first 3 times a week and later daily 
[the dose is given as 2 ml. of a Swedish preparation.] 
Later a Czech preparation of a dicoumarol analogue 
pelentan *’, tromexan ”’) was tried on 40 patients in 
a dosage sufficient to depress the prothrombin level at 
first to 30°, and later to 10%; in 8 cases it was given for 
as long as 14 months continuously without untoward 
effect. No liver damage was observed. The pro- 
thrombin level was estimated 2 to 3 times a week until 
the maintenance dose was established, then once a week, 
and after 4 to 6 months once a month. Particularly in 
“fresh cases, considerable improvement sometimes 
occurred at a level of 50% or less, but the optimum level 
was found to be at or below 10%. The authors 
emphasize that they do not agree with Putnam, who is 
content to lower the level to 70%. 

Bleeding occurred only in i6 patients and usually 
ceased spontaneously when treatment was stopped; it 
usually lasted for 1 to 2 days, when treatment was resumed 
at the original dosage. No coagulant treatment was 
given. Nausea occurred in 3 patients. In some 
patients initial malaise disappeared when treatment was 
continued. Bruises were common, but in no such case 
was it considered necessary to reduce the dosage. In 
some cases menorrhagia occurred; the dose of pelentan 
was reduced by half, and the drug discontinued during 
menstruation. The majority of patients stopped taking 
the drug during the first 2 days of menstruation, and then 
continued with the full dose. 

One tablet was given 3 times a day when the pro- 
thrombin level was 100 to 130%, 4 times a day at a higher, 
and twice daily at a lower level; this dosage was main- 
tained until a level of 30° was reached. Then the dose 
was reduced by 1 tablet a day until a level of 10% or less 
was reached; this level was achieved in almost all cases. 

The maintenance dose was in most cases half a tablet 
twice or three times daily. Only in a few resistant cases 
was this dose exceeded. In a few especially sensitive 
cases half a tablet a day was adequate. In some of the 
cases where frequent bleeding occurred with a level of 
10%, the authors kept the level at 20 to 30%. In patients 
under 25 and over 50 requirements were usually, but not 
invariably, smaller. The drug was given continuously 
over many months. 

The authors claim that pelentan is less toxic than 
dicoumarol (with which they have had, however, no 
experience themselves) as the latter apparently carries 
a much greater risk of haemorrhage. [According to 
Reinis and Kubik (Schweiz. med. Wschr., 1948, 78, 785) 
pelentan is a new synthetic preparation of the coumarin 
series, the ethyl ester of di-(4-oxycoumariny]l)-acetic 
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acid, having low toxicity and an effect on prothrombin 
level more easily controlled than that of dicoumarol.] 
They believe that for the above reason their clinical 
results are much better than those of the American 
workers; the latter never saw improvement in “ old” 
cases, but this frequently occurred in the Czech series. 

Of the 40 patients treated with pelentan 13 were men 
and 27 women. The duration of the illness was short in 
7, medium in 4, and long in 27. Of these last cases, 6 
were progressive without remissions, 21 progressive with 
previous remissions, and 4 stationary. Pelentan admini- 
stration was the only treatment in all but 7, in which a 
series of 20 injections of aneurin with acetylcholine was 
also given. 

Improvement, subjective and objective, occurred in 34 
(85%) of the patients and it was marked in 11, definite in 
15, and moderate in 8. The results were better in the 
fresh cases, and also in the old cases during sudden 
exacerbations. 

The authors stress the difficulties in assessing such 
results, and also caution against the conclusion that this 
treatment may be specific or aetiological. However, 
they feel justified in stressing the occurrence of rapid and 
marked improvement in many cases, including those 
where all other treatment had failed, and particularly 
the fact that the treatment arrested the progress of the 
disease in all but 1 case during an observation time 
longer than 1 year. They consider that pelentan 
administration is an advance in treatment of this disease. 

H. Pollak 


855. Pathologic Changes in the Central Nervous 
System Resulting from Experimentally Produced Hyper- 
pyrexia 

N. B. Dosin, C. A. NEYMANN, and S. L. OsBorne. 
Journal of Neuropathology and Experimental Neurology. 
[J. Neuropath. exp. Neurol.] 8, 295-304, July, 1949. 
7 figs., 24 refs. 


856. Permanent Damage in the Central Nervous System 
due to Disease of the Foetus and Infant. (Die bleibenden 
Schadigungen des Zentralnervensystems infolge Erkran- 
kungen des Fétus und des Kleinkindes) 

G. FANCONI and H. ZELLWEGER. Schweizer Archiv fiir 
Neurologie und Psychiatrie (Schweiz. Arch. Neurol. 
Psychiat.] 63, 193-218, 1949. Bibliography. 


857. Curare Therapy 
English] 

P. THYGESEN and E. CHRISTENSEN. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 24, 251-280, 1949. 


in Spastic Conditions. [In 


refs. 


858. Cerebral Lesions Due to Intracranial Aneurysms 
E. G. Ropertson. Brain [Brain] 72, 150-185, June, 
1949. 11 figs., 6 refs. 


Cerebral damage is one of the outstanding features of 
the rupture of intracranial aneurysms, yet the usual 
conception is that of an effusion of blood into the sub- 
arachnoid space, the terms rupture of intracranial 
aneurysm and subarachnoid haemorrhage being used 


— 
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almost synonymously. The comparative frequency of 
intracerebral haemorrhage is indicated by the author’s 
analysis of the post-mortem records of the Royal Mel- 
bourne Hospital. Intracranial aneurysms were found 
at necropsy in 93 cases between 1919 and 1947 and in 65 
of this number evidence of cerebral damage was found. 
The clinical and pathological features of 10 consecutively 
observed cases are analysed. 

The position of the aneurysm is undoubtedly the 
determining factor in the production of cerebral lacera- 
tion: aneurysms of the arteries which lie free upon the 
base of the brain tend to rupture into the subarachnoid 
space; those lying between cerebral surfaces frequently 
rupture into the brain. Thus the common sites of intra- 
cerebral rupture are between the two frontal lobes and in 
the Sylvian fissure. The posterior cerebral artery may 
also bleed into the brain. In such situations the position 
of the rupture and its size are important factors, deter- 
mining whether the escaping stream of blood will impinge 
upon the brain, and the force with which it will do so. 
Adhesions around the aneurysm sealing it off from the 
subarachnoid space, resulting perhaps from previous 
rupture, also contribute to cerebral damage. Inflam- 
matory sealing-off is liable to occur with mycotic 
aneurysms, thus explaining the frequency with which they 
rupture into the brain. Ischaemic changes have been 
observed in the brain, sometimes in vascular territory 
remote from that of the vessel bearing the aneurysm. 
Spasm of arteries appears to be the probable cause. In 
some cases the symptoms are due to pressure exerted by 
blood clot rather than to cerebral tissue destruction. In 
these cases evacuation of the clot may lead to recovery. 
The prognosis of intracerebral rupture is worse than that 
of massive subarachnoid haemorrhage, although death 
tends to occur more rapidly in fatal cases of the latter. 

R. M. Stewart 


859. Retarded Growth of Limbs as a Sequel of Ence- 
phalitis Lethargica 

R. T. Gaunt. Lancet [Lancet] 1, 1049-1051, June 18, 
1949. 6 figs., 4 refs. 


The author describes 3 cases in which encephalitis 
lethargica occurred at an early age, leaving unilateral 
sequelae of minor degree in the form of tremor and 
rigidity. He notes a distinct shortening in length of 
bones in the limbs of the affected side and also a dimin- 
ished circumference of calf and thigh. It is suggested 
that lesions of the extrapyramidal system may play a part 
in causing trophic disturbances in the limbs, but it is 
admitted that diminished movement may also be a factor. 

J. MacD. Holmes 


860. Encephalitis in Endocarditis Lenta. (Ueber En- 
cephalitis bei Endocarditis lenta) 

F. SomMMER. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.] 61, 292-296, May 13, 1949. 45 refs. 


The author describes 7 cases of subacute bacterial 
endocarditis in which clinical signs suggesting involve- 
ment of the central nervous system were supported by 
post-mortem evidence of encephalitis based on the finding 
of embolism or arteritis. G. Schoenewald 


861. The Effects of Intramuscular and Intrathecaj 
Administration of Streptomycin in Normal Dogs and jn 
Dogs with Meningitis due to Escherichia coli 

C, PiLcHER and E. R. SmitH. Annals of Surgery (Ann, 
Surg.] 129, 810-819, June, 1949. 3 figs., 20 refs. 


The concentration of streptomycin in the cerebrospinal 
fluid of normal dogs after intramuscular injection was 
found to be negligible, whereas in dogs with Bacterium 
coli meningitis it was higher but not of therapeutic level, 
Signs of toxicity and of an irritant action on the central 
nervous system, with an accompanying pleocytosis jn 
the cerebrospinal fluid, were observed when the drug 
was given intrathecally to normal dogs. To maintain 
an effective level for 24 hours 500 units per kg. of body 
weight was considered to be the optimum intrathecal 
dose. Administration of streptomycin by intrathecal 
and intramuscular injection was found to be superior to 
administration by either route alone in a group of 100 
dogs with Bact. coli meningitis. J. E. M. Whitehead 


862. Combined Lateral and Ventral Pyramidotomy in 
Treatment of Paralysis Agitans 

J. Esin. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 62, 27-47, July, 1949. 4 
figs., 20 refs. 


The author describes a new operation which he has 
performed in 11 cases of predominantly unilateral 
paralysis agitans. This consists of a partial cordotomy 
at the level of the 4th cervical segment aimed at dividing 
the lateral pyramidal tract on the same side and the 
ventral pyramidal tract on the opposite side. He pro- 
poses to call this procedure ‘‘ combined lateral and 
ventral pyramidotomy”’. The immediate effect was the 
abolition of all tone, voluntary movement, and tremor on 
the affected side of the body. The author claims that a 
proportion of the voluntary power gradually returns, 
and that the favourable effect on rigidity and tremor is 
even greater, with symptomatic and functional improve- 
ment. In one bilateral case the operation was later 
repeated for the affection on the other side. It is 
reported that a previously bedridden and immobile 
patient was enabled to turn the leaves of a book and to 
take about 400 steps a day. J. St. C. Elkington 


863. Semeiological Changes Produced by Thiopentone 
in Extrapyramidal Syndromes. (Modificazioni semeio- 
logiche indotte dal pentothal sodico nelle sindromi 
extrapiramidali) 

S. Ricottt and M. STEFANINI. Rassegna di Studi 
Psichiatrici [Rass. Studi psichiat.| 38, 307-322, May-June, 
1949. 1 fig., bibliography. 


In a series of patients suffering from extrapyramidal 
diseases (12 from post-encephalitic parkinsonism, 2 from 
congenital choreo-athetosis, and 3 from chorea minor) 
the authors studied the effects of intravenous injections 
of “‘ sodium pentothal ” (thiopentone). They found that 
the period of sleep caused by this drug was rather short, 
that neurovegetative disturbances were absent, and that 
no unusual mental alterations occurred. The first 
changes were the disappearance of extrapyramidal 
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movements, of the abdominal reflexes, and of the optico- 
kinetic nystagmus at a time when the patient was still 
conscious and able to carry out voluntary movements, 
and when the increased muscular tonus was still present. 
After more of the drug had been injected, muscular 
hypertonus and postural reflexes disappeared, the 
patient fell asleep, the deep reflexes often became less 
definite, and occasionally pyramidal signs (such as 
Babinski’s sign) were observed. The authors believe 
that thiopentone influences the cerebral cortex first and 
that the changes observed are due to this action. 
F. K. Kessel 


864. Disturbances in Carbohydrate Metabolism in 
Hepato-lenticular Degeneration. (Beitrag zur Frage der 
Stérungen des Kohlenhydratstoffwechsels bei der hepato- 
lentikularen Degeneration) 

F. TéBEL. Schweizer Archiv fiir Neurologie und Psychi- 
atrie [Schweiz. Arch. Neurol. Psychiat.] 63, 328-348, 1949. 
7 figs., 29 refs. 


Carbohydrate metabolism was studied in 2 cases of 
presumably pseudosclerotic neurological disorders and in 
a pair of young identical twins suffering from Wilson’s 
disease. In one of the cases of pseudosclerosis the result 
of the laevulose tolerance test indicated a liver disorder 
and the abnormal findings in the Weltmann coagulation 
test pointed in the same direction. Administration of 
50 g. dextrose by mouth produced a fall in blood sugar 
level to below normal in the third hour, accompanied by 
hypoglycaemic signs such as lassitude, general weakness, 
hunger, and increased tremor in the hands. The effect 
of the adrenaline test was similar. The twins with 
Wilson’s disease had a hypertonic-hypokinetic syndrome, 
liver cirrhosis, and a corneal ring. Insulin and adrenaline 
tests produced similar blood-sugar curves, which indicated 
an increased insulin tolerance and increased counter- 
regulation in the adrenaline test. It is supposed that the 
observed changes in carbohydrate metabolism are, to a 
large extent, sufficient to produce severe lesions of the 
central nervous system leading to hepato-lenticular 
degeneration. The origin of the liver disorder in hepato- 
lenticular degeneration remains unknown. F. F. Kino 


865. Etat Marbré of the Thalamus following Birth Injury 
R. M. NorMAn. Brain [Brain] 72, 83-88, March, 1949. 
11 figs., 16 refs. 


The author gives a full account of the clinical and 
neuro-pathological findings in a 5-year-old male idiot 
suffering from cerebral diplegia. The premature and 
hurried birth, severe neonatal asphyxia, and the twitch- 
ings observed in the first days of life all suggest birth 
trauma as the probable aetiological factor. The infant 
developed slowly into a diplegic idiot and appeared to be 
blind. Examination of the brain revealed bilateral 
état marbré of the optic thalamus as well as periventricular 
softenings in each centrum ovale, partial destruction of 
the optic radiations and external geniculate bodies, and 
arrested myelination of the pyramidal tracts. It was 
concluded that the changes were the late sequelae of 
obstruction of the great vein of Galen occurring during 
birth. J. St. C. Elkington 
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866. Penicillin and Penicillin—Malaria in the Treatment 
of Tabes Dorsalis 

H. PAcKeR and Y. T. WoNG. Annals of Internal Medi- 
cine [Ann. intern. Med.] 31, 96-104, July, 1949, 6 refs. 


The clinical and serological phenomena of tabes dor- 
salis are both capable of considerable improvement by a 
course of treatment combining penicillin and malaria. 
In certain elderly and debilitated patients malaria may do 
more harm than good, and a short series of cases shows 
that penicillin alone is probably just as effective as the 
combined treatment. When, however, there are rapidly 
advancing optic neuritis and intractable gastric crises 
the combination of penicillin and malaria may prove 
superior to penicillin alone. G. F. Walker 


867. The Role of Segmental Arachnoiditis in the Nervous 
Sequelae of Closed Injuries of the Vertebral Column. (Le 
role des arachnoidites segmentaires dans les séquelles 
nerveuses des traumatismes fermés du rachis) 

L. Rouqués and M. Davip. Revue Neurologique (Rev. 
neurol.] 81, 185-202, March, 1949. 6 figs., 20 refs. 


In 4 patients with closed fractures of the lumbar verte- 
brae who had developed sensorimotor disorders in the 
lower limbs, either shortly after the injury or as late as 
18 years thereafter, a circumscribed arachnoiditis was 
found at operation under the intact dura in the form of a 
compressing ring around the conal or subconal part of the 
cord. Operation sometimes gave satisfactory results, 
but sometimes only moderate improvement. Clinical 
diagnosis was difficult, but the nature of the condition was 
demonstrated by superior myelography, which showed a 
total blockage above the ring. The aetiology of this 
reactive adhesive process was not clear. No signs of 
haemorrhage or cystic accumulation of fluid could be 
found. It is suggested that the traumatic bone deforma- 
tion had dislocated the fibres of the cauda equina and 
exposed them to abnormal traction and mechanical irrita- 
tion. This complication of closed spinal injuries may not 
be very uncommon since all 4 cases were seen in the space 
of a few months only. F. F. Kino 


868. Lesions of the Spinal Cord (Transverse Myelo- 
pathy) in Achondroplasia 

A. VoGcL and R. L. OsBorngE. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 61, 644—- 
662, June, 1949. 11 figs., 36 refs. 


There are recorded in the literature nine instances of 
transverse myelopathy in association with achondro- 
plasia, all in adults. The authors record the tenth. 
The aetiological relation between achondroplasia and 
paraplegia, however, has not been proved, except in 2 
cases studied at operation (one is the authors’ own) and 
another at necropsy, but the history in the other cases is 
not suggestive of any other cause, although one patient 
was admitted to hospital for a ‘ cold abscess’ of the 
sternum. Donath and Vogl in 1925, and others since, 
have drawn attention to the existence of some degree of 
arcuate dorsolumbar kyphosis as being inherent in the 
achondroplastic process, while sometimes an angular 


‘gibbus develops, being induced by secondary postural 
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influences. Paraplegia seems to be caused by osteo- 
phytes developing around the intervertebral articular 
processes just above the dorsolumbar kyphosis, pre- 
sumably because of abnormal movement of the spine at 
this level. This secondary osteo-arthritis is of serious 
portent because of the congenital narrowness in achondro- 
plasia of the spinal canal, which just accommodates the 
cord to the virtual exclusion of the subarachnoid and 
epidural spaces. Laminectomy, if it is to be successful, 
must extend as far up as the osteo-arthritic area,this being 
especially important when there is no sensory level to 
indicate the exact site of the cord lesion. In one case at 
necropsy (the only satisfactory report to date) damage to 
the cord corresponded to the inflow area of the posterior 
septal artery. In no case does there appear to have been 
a complete spinal block. 

[The authors have done well to draw attention to 
an unfortunate complication of achondroplasia, thus 
adducing one more reason why these dwarfs should have 
the benefit of expert orthopaedic attention in infancy.] 

W. H. McMenemey 


See also Section Radiology, Abstract 608. 
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869. Anatomical and Clinical Findings in Eight Fatal 
Cases of Polyganglioneuritis. (Enquéte anatomo-clinique 
dans 8 cas de polyganglio-névrites mortelles) 

L. LARUELLE and M. REUMONT. Revue Neurologique 
[Rev. neurol.] 81, 169-184, March, 1949. 29 figs. 


A description is given of 8 cases of an acute and fatal 
disease which presented clinically the picture of a 
sensorimotor polyneuritis involving spinal and cranial 
nerves simultaneously. The dominant feature of the 
morbid anatomy in all cases was the widespread involve- 
ment of the cerebrospinal ganglia and, to a lesser degree, 
the ganglia of the sympathetic system which, in the early 
stages, showed a proliferative, hyperplastic, mesenchymal 
process around the neurons and, in more advanced stages, 
a degeneration of the neurons themselves which became 
gradually strangled by the productive mesenchymal 
process. These changes, together with a moderate degree 
of oedema, produced macroscopically a noticeable 
enlargement of the ganglia. Neither in the meninges nor 
in the spinal roots were definite signs of an inflammatory 
reaction present. The same was true with respect to the 
morbid anatomy within the spinal cord and brain-stem, 
where the appearance of the motor neurons suggested a 
degenerative process rather than a primary infection. 
An early, though mild, gliogenic reaction could be found 
in the basal ganglia in the form of isolated, small, glio- 
genic nodules. Very characteristic was the early 
involvement of arterioles, with degenerative change in the 
adventitial sheath. Although in the acute stage the 
differential diagnosis of this fatal disease from polio- 
myelitis of the medulla oblongata, Landry’s disease, the 
fatal form of polyradiculo-neuritis (type Guillain— 
Barré), or an acute infective or toxic polyneuritis was 
rather difficult, in less acute cases there were numerous 
clinical and laboratory findings, both positive and 


negative, which might indicate the right diagnosis. The 
aetiology could not be ascertained, but in view of the 
morbid anatomy a virus infection seemed unlikely, 
Numerous and excellent photomicrographs illustrate the 
morbid anatomy. F. F. Kino 


870. A Study of Post-ischaemic Paraesthesiae 

W. R. MERRINGTON and P. W. NATHAN. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.) 12, 1-18, Feb., 1949. 5 figs., 
14 refs. 


This study is concerned with paraesthesiae present after 
a period of circulatory arrest in a limb; the types of 
‘sensation which may occur, their site of origin, and their 
peripheral and central nervous pathways were investi- 
gated. 

Two groups of paraesthesiae are recognized: the 
ischaemic paraesthesiae and the post-ischaemic. The 
post-ischaemic paraesthesiae have four components: (1) 
thermal; (2) tingling; (3) pricking; (4) pseudo-cramp, 

In a typical experiment a cuff was placed around the 
arm, and rapidly inflated to a pressure of 200 mm. Hg. 
After 2 minutes ischaemic paraesthesiae began and lasted 
for about 3 minutes. Nothing further was felt until the 
cuff was released after 30 minutes. Three seconds after 
release thermal paraesthesiae were felt in the whole 
limb for 40 seconds. Fifty seconds after release tingling 
and pseudo-cramp began together, followed at 70 
seconds by pricking. The pseudo-cramp ended about the 
4th minute, the tingling about the 10th, and the pricking 
about the 15th minute. Ischaemia of less than 5 minutes’ 
duration produced no paraesthesiae. Increasing the 
period caused tingling and pricking, at first confined to 
the fingers and hand. At least 20 minutes’ occlusion was 
necessary to produce pseudo-cramp. Repeating occlu- 
sion within 24 hours delayed the onset and reduced the 
duration of post-ischaemic paraesthesiae. Increase in 
intensity and duration of the paraesthesiae occurred when 
the cuff was placed more proximally. Two cuffs were 
applied and the distal one released first; no paraesthesiae 
occurred, indicating that it is the restoration of the 
blood supply and not the release of pressure per se which 
causes the paraesthesiae. The difference between the 
four forms of post-ischaemic paraesthesiae was demon- 
strated by altering the conditions of the experiment. 

The sensory pathway for paraesthesiae may be con- 
veniently divided into three parts: the sensory end-organ, 
the nerve distal to the cuff, and the nerve beneath the cuff. 
An occluding cuff was applied to the stump of an 
amputated limb, above a complete median nerve lesion, 
and above the site of a nerve block induced by procaine 
injection. In all 3 cases post-ischaemic paraesthesiae 
occurred (in the phantom hand in the first case), indicat- 
ing that the sensory end-organ is not the site of origin of 
the paraesthesiae. When the circulation to the super- 
ficial tissues (and hence the sensory end-organs) of a 
hand was occluded by a celloidin coat post-ischaemic 
paraesthesiae still appeared. Furthermore, superficial 
ischaemia produced by celloidin constriction without a 
proximal cuff did not lead to post- ischaemic paraesthesiae 
when the circulation was restored by removal of the 
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celloidin. These and other experiments indicate that the 
sensory end-organ is not the site of post-ischaemic 
paraesthesiae. 

It was also possible to demonstrate that the nerve distal 
to the occlusion is not the site of the origin of the par- 
aesthesiae. For example, when a nerve block was induced 
by procaine and a cuff applied immediately above the 
highest point at which the nerve function had been im- 
paired, post-ischaemic paraesthesiae appeared as usual 
on release of the cuff. From this evidence, therefore, it 
appears reasonable to conclude that the nerve beneath the 
occlusion is the site of origin of the paraesthesiae. The 
more proximal the cuff the greater is the intensity and 
duration of the paraesthesiae. It is thought that each 
segment of nerve contributes an equal portion to the 
paraesthesiae. 

It would seem that all parts of the nerve contribute to 
the post-ischaemic paraesthesiae. This is not strictly 
true of all nerves, however, as the cutaneous nerves of the 
forearm do not appear to give rise readily to post- 
ischaemic paraesthesiae. The sensitive nerves are the 
median, the ulnar, and to a lesser extent the radial. 
Occlusion of the circulation during a partial nerve block 
resulted in post-ischaemic paraesthesiae when pain and 
thermal impulses were completely blocked, provided that 
there was no impairment of light touch. Touch or 
movement sufficient to deform the skin intensified the 
paraesthesiae, and pressure increased the intensity of the 
pricking sensation. Active or passive movement of the 
fingers increased the feeling of pseudo-cramp. Pain, 
warmth, cold,and very light touch had no effect. Occlu- 


sion after sympathectomy produced the usual post- 


ischaemic paraesthesiae. 

It was also concluded that post-ischaemic paraesthesiae 
of the type of tingling, pricking, and pseudo-cramp arise 
in the larger nerves of a limb, all the segments of such 
nerves which have their circulation restored contributing 
to the post-ischaemic paraesthesiae. It is important to 
note that the area over which paraesthesiae are felt is not 
directly proportional to the duration of the occlusion. 
The minimum period of ischaemia sufficient to induce any 
post-ischaemic paraesthesiae results in sensations over 
the whole of the palm of the hand. With much longer 
occlusion the wrist and forearm are involved. 

The pathways of the paraesthesiae have also been 
demonstrated, tingling being conveyed by touch fibres, 
pricking by pressure fibres, and pseudo-cramp by fibres 
which subserve the sense of passive movement. Finally, 
though there is a delay before the onset of paraesthesiae 
this is quite independent of anaesthesia in an area, for 
onset is delayed after periods of ischaemia too brief to 
produce any disturbance of sensation. John Marshall 
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871. Tridione Therapy in Minor Epilepsy 
G. R. Davies and J. D. SpILLANe. Brain [Brain] 72, 
140-149, June, 1949. 26 refs. 


In describing the effects of “ tridione’’ (3:5: 5- 
trimethyloxalidine-2 : 4-dione) on 45 epileptic patients 
the authors adopt the classification of minor epileptic 
manifestations which clinical and electroencephalographic 


experience has suggested in recent years: (1) pykno- 
lepsy, in which simple “* ruffling of the surface of con- 
sciousness *’ occurs (36 cases); (2) akinetic attacks, in 
which there is sudden slumping or falling to the ground 
with or without any apparent disturbance of consciousness 
(20 cases); and (3) myoclonic attacks, in which there is 
a sudden involuntary movement of a limb (8 cases). 
In the majority of patients the optimal dose of tridione 
proved to be 0-3 g., taken in a capsule thrice daily. 
Children did not appear to be less tolerant than adults. 

A significant reduction in the incidence of attacks, or 
their complete control, was obtained in 38 out of the 
45 patients treated; 5 others were improved, although still 
experiencing daily, or almost daily, attacks and in 2 
cases tridione was ineffective. There was no evidence 
that the drug was more effective in any one particular 
type of minor epilepsy, but 5 patients whose symptoms 
were those of psychomotor epilepsy (epileptic equivalents) 
rather than of minor epilepsy were made worse by the 
treatment. Minor side-effects were not uncommon. 
Photophobia was experienced by 11 patients, in 3 there 
was a severe skin reaction, and in 6 the leucocyte count 
was affected, a transient eosinophilia occurring in 4 and 
a transient absolute and relative monocytosis in 2. 
The authors conclude that, despite the serious toxic 
reactions which may sometimes occur, tridione is the 
drug of choice in the treatment of minor epilepsy. 

R. M. Stewart 


872. Syncope and Seizures 
J. KERSHMAN. Journal of Neurology, Neurosurgery and. 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 12, 25-33. 
Feb., 1949. 8 figs., 41 refs. 


Of a series of 114 patients who had “ episodic dis- 
turbances ’’ 85% were between the ages of 18 and 30 
years and 90% were men. An electroencephalogram 
(E.E.G.) was recorded for 3 minutes and, if the recording 
was on the borderline of normal, water and pitressin were 
administered, as also was whisky, 3 ounces (84 ml.), 
in those cases in which alcohol was believed to be a 
precipitating case. The series is divided into two groups. 
The first, consisting of 92 patients, had episodes of loss of 
consciousness without convulsion. 

Of this first group 65% had tracings showing a diffuse 
dysrhythmia of slow waves (2 to 6 per second) or of 
mixed fast and slow waves. A history of vasomotor 
instability, dizziness, and anxiety neurosis was common in 
this group and patients often had aurae of dizziness or 
blurred vision. Bilaterally synchronous abnormalities 
were seen in 29° of the 92 patients, and 17% of these had 
a 6-per-second rhythm; 12% had 3-per-second waves or 
3-per-second waves and spikes and these usually lacked a 
history of an aura, vasomotor complaints, or anxiety 
neurosis. In 6% there were focal disturbances in the 
right temporal region and these patients frequently had 
periods of confusion and bizarre behaviour. 

The smaller group of 22 patients had episodes of blurred 
vision, dizziness, weakness, or abdominal sensations, 
without loss of consciousness; 64% had a diffuse 
dysrhythmia and 36% had bilaterally synchronous 
abnormalities. 

It is suggested that the association between interseizure 
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E.E.G. abnormalities and syncopal attacks confirms the 
view that in some patients syncope may be epileptic in 
character. [If, however, the term syncope is to be 
restricted to loss of consciousness secondary to cerebral 
ischaemia, this seems to be another way of saying that 
on occasion epilepsy may be mis-diagnosed as syncope. 
Moreover, from some of the case histories given, it would 
be difficult to include attacks of loss of consciousness for 
15 minutes on two occasions with urinary incontinence 
but no convulsions, or loss of consciousness followed by 
2 hours of bizarre behaviour, under the term “‘syncope”* 
as ordinarily used. Nor can the statement that “a 
pathological E.E.G. in the resting state is of decisive 
value in differentiating between simple syncope and 
epileptic states’’ be accepted, for there is nothing to 
preclude those who have inherited a cerebral dysrhythmic 
pattern from having a simple syncopal attack.] 

The type of E.E.G. disturbance in many of the cases 
suggested a subcortical focus, that is, a disturbance in 
the autonomic ganglia around the third and fourth 
ventricles; it has been suggested that the not dissimilar 
vaso-vagal attacks of Gowers may arise in this area. 

In order to avoid the social stigma which may be 
attached to the use of the word “‘epilepsy”’ it is suggested 
that the condition of syncopal spells with an abnormal 
E.E.G. should be known as “ encephalo-syncope’’. If 
the attacks become more frequent and convulsive the 
term “idiopathic epilepsy’ becomes inevitable. 

John Marshall 


873. The Mechanism of Narcoleptic Attacks. (Zur 
Frage des Mechanismus der narkoleptischen Attacke) 
M. Hormelster. Schweizer Archiv fiir Neurolgie und 
Psychiatrie (Schweiz. Arch. Neurol. Psychiat.] 62, 96— 
112, 1948. 13 refs. 


The effects of pilocarpine, atropine, adrenaline, and 
ergotamine were investigated by serial recordings of 
pulse, blood pressure, and the subjective and objective 
course in 6 narcoleptics. The most significant findings 
were as follows. Ergotamine, an orthosympathetic 
paralysant, produced sleep in 5 cases and somnolence in 
1; in 4 cases in which it was estimated before and after 
administration of ergotamine the blood calcium level was 
definitely lowered during sleep. Atropine, a para- 
sympathetic depressant which paradoxically has a 
stimulating effect both when given in small doses and 
when a large dose is first given, at the outset in 4 patients 
produced sleep and a fall in pulse rate, and these were 
followed by a rise in pulse rate and wakefulness. The 
administration of pilocarpine was followed by sleep or 
somnolence in 3, and by wakefulness in 3 cases. 

While warning against fallacies which may arise from 
so small a number of cases, the author interprets his 
findings as showing that a shift in the orthosympathetic 
balance in the parasympathetic direction produces the 
narcoleptic attack, and concludes that the onset is 
largely identical with that of normal sleep. 

W. Forster 


874. On Musicogenic Epilepsy. [In English] 
H. P. S. TEGLBJAERG. Acta Psychiatrica et Neurologica 
{Acta psychiat., Kbh.] 24, 679-688, 1949. 5 refs. 


875. Cerebral Stimulants in Epilepsy. (Weckamine 
und Epilepsie) 


E. Kr6per. Nervenarzt [Nervenarzt] 20, 344-347, 


Aug., 1949. 7 refs. 


876. Clinical Results of Treatment with p-Aminobenzoic 
Acid in Epilepsy. (Risultati clinici della terapia con 
acido paraminobenzoico (vitamina H,) negli epilettici) 

A. PoLont and G. PELIZZARI. Acta Vitaminologica 
[Acta vitamin., Milano] 3, 116-120, June, 1949. 21 refs, 


877. Hepatitis, Exfoliative Dermatitis and Abnormal 
Bone Marrow Occurring During Tridione Therapy, 
Report of a Case with Recovery 

S. E. Learp, W. E. R. Greer, and I. C. KAUFMAN. New 
England Journal of Medicine [New Engl. J. Med.] 240, 
962-966, June 16, 1949. 4 figs., 12 refs. 


878. Physio-pathological Study of the Part played by 
the Liver in Migraine. (Contribution a l’étude physio- 
pathologique du réle du foie dans les migraines) 

J. Carout, A. PARAF, and M. ALLIor: Semaine des 
Ho6pitaux de Paris [Sem. Hép. Paris] 25, 1743-1752, 
June 2, 1949. 14 figs., 33 refs. 


The authors describe 2 patients who suffered from 
migraine and in whom the flow of bile could be studied, 
as both had been subjected to cholecystostomy. The 
patients were women, aged 26 and 48, and the migraine 
was accompanied by right subcostal pain. Chole- 
cystostomy relieved the subcostal pain but not the 
migraine. When the pressure in the biliary system was 
artificially raised through the cholecystostomy the 
subcostal pain was reproduced. During the attacks of 
migraine the volume of bile secreted was double the 
normal output, and the bile itself was darker and had 
a bilirubin content seven times the normal; in addition, 
the bile-salt and cholesterol content of the bile was 
increased. Bromsulphalein clearance was shown to be 
increased during attacks of migraine, a possible explana- 
tion being a dilatation of the liver vessels similar to that 
found in the brain during migraine. 

The authors note that the headache of infective hepatitis 
ceases when jaundice appears, and suggest that in 
migrainous subjects, in whom the duodenum is fre- 
quently bathed in alkaline bile, peptic ulcers are less 
likely to develop. G. S. Crockett 


879. On Amyotonia Congenita 
J.W.A.TuRNER. Brain [Brain] 72, 25-34, March, 1949. 
4 figs., 24 refs. 


The author gives a further account, with post-mortem 
findings, of the case of a member of an interesting family, 
previously reported, in which amyotonia congenita 
evolved into a somewhat unusual type of myopathy 
during childhood and adolescence. He considers these 
cases to be examples of myopathy of congenital type, 
whereas the majority of cases of amyotonia congenita that 
have been examined pathologically have been found to be 
associated with degeneration of anterior horn cells 
indistinguishable from that found in Werdnig—Hoff- 
mann’s disease. J. St. C. Elkington 
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880. The Prognosis of Certain Hysterical Symptoms 
A.B. CarTER. British Medical Journal [Brit. med. J.] 1, 
1076-1079, June 18, 1949. 6 refs. 


An analysis of 100 cases selected from a series of 212 
cases of hysteria attending two general hospitals has been 
carried out. The 100 patients were selected because they 
had clear-cut, isolated, and easily recognized symptoms; 
90 of them were followed up for from 4 to 6 years after 
discharge. Only 10 were not immediately improved by 
treatment. All patients with amnesia, aphonia, blind- 
ness, and tremor made an initial recovery; in 4 out of 
6 fits, in 5 of 23 paralysis, and in 1 of 6 vomiting did not 
respond to treatment. The patients were 16 to 40 years 
old, 60 being women and 30 in the services. Precipitating 
factors were found in all, but no analyses of personality 
were undertaken. 

Treatment was by direct or indirect suggestion, hyp- 
nosis, and suggestion under thiopentone. The latter 
method was favoured and the technique is described. A 
brief survey of the literature on the ultimate prognosis of 
hysteria is given, and it is pointed out that in the present 
series the factors of age and intelligence were favourable; 
even so the fact that 83% were still at work 4 to 6 years 
after recovery in spite of inadequate psychotherapy is 
encouraging. Although initially good, the ultimate 
prognosis in cases of tremor is bad. It would appear 
that in many cases of acute hysteria skilled psychotherapy 
and prolonged psychoanalysis are not necessary to pro- 
duce a satisfactory functional result; the latter can be 
obtained by relieving the symptom and discussing the 
patient’s problem with sympathy, interest, and common 
sense. R. G. Gordon 


881. Recoverable or Temporary Mental Disturbances in 
the Elderly 

R.B. McGraw. Journal of Gerontology [J. Gerontol.) 4, 
234-238, July, 1949. 9 refs. 


Three case histories are cited as examples of mental 
disturbance in the elderly, from which the patient 
recovered when the precipitating factor was removed and 
by the application of appropriate therapy. 

As in younger patients, many mental disturbances in 
the elderly are the result of the impact of environment— 
whether emotional upset, trauma, or toxic conditions— 
on the personality with which the individual has been 
endowed, particularly as regards the cyclothymic or 
manic-depressive. Formerly such upsets were too lightly 
attributed to cerebral arteriosclerosis, diagnosed as senile 
psychosis, and given a hopeless prognosis. 

Treatment, both preventive—as mental hygiene to 
cover the advent of “* brittleness ”’ of the senile organism 
—and curative, should be employed to the full. Electric 
convulsion therapy, in spite of its hazards, should not be 
withheld, but should be given less frequently than in the 
young. Sedation, dietary supplementation, and _ ll 


available methods of psychotherapy should be applied 
where indicated; if this is done it will be found that by no 
means all the mental disturbances in the elderly are to be 
regarded as hopeless. ’ P. D. Bedford 


882. Psychological Problems of Children with Organic 
Brain Disease 

L. BENDER. American Journal of Orthopsychiatry [Amer. 
J. Orthopsychiat.} 19, 404-415, July, 1949. 24 refs. 


This is a study of the psychology of children who have 
been the subjects of injury to the nervous system 
secondary to trauma or inflammation. In the view of 
the author, who writes from the Bellevue Hospital, New 
York, it is not necessary to invoke neurological explana- 
tions to explain the behaviour disorders of such children 
since these can all be accounted for by a study of the 
psychological reactions of the child either to events 
occurring before the trauma or to the actual motor 
disturbances. For example, in cerebellar injuries which 
do not involve parts of the brain concerned with intellec- 
tual processes, the disturbance of a sense of security and 
of the body image in relation to the environment, with 
consequent greater and more prolonged dependence on 
adults and especially on the mother, is quite easily 
studied. To explain these disorders it is not necessary 
to invoke the destruction of higher cerebral function; 
even when this does occur such psychological reactions 
will account for the aggressiveness and erratic behaviour 
which is seen, for example, after encephalitis. 

It is interesting that in performance tests in such 
physically handicapped children the ability to draw a man 
is almost always seriously impaired. 

This conception makes for much greater optimism in 
therapy though the latter is bound to be prolonged; 
the disability must be attacked from all angles, physical 
and social as well as psychological. R. G. Gordon 


883. Problems of Nosology and Psychodynamics of 
Early Infantile Autism 

L. KANNER. American Journal of Orthopsychiatry [Amer. 
J. Orthopsychiat.| 19, 416-426, July, 1949. 11 refs. 


The author describes a study of 55 cases of what he 
terms early infantile autism. The characteristic features 
are a profound withdrawal from contact with people, an 
obsessive desire for the- preservation of sameness, a 
skilful and even affectionate relation to objects, the 
retention of an intellectual and pensive physiognomy, and 
either mutism or the kind of language which does not 
seem intended to serve the purpose of interpersonal 
communication. The condition is not the same as 
Heller’s infantile dementia since there is no prodromal 
illness and no complete dementia, nor is it an aphasia- 
like congenital word-deafness, though it may resemble 
this. These autistic children, although usually mute, 
may under stress deliver quite long phrases. The 
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condition certainly belongs to the schizophrenic group, 
and although the children show withdrawal so early 
(1 to 2 years) there is always a preliminary phase of 
normal adjustment. There is a striking absence of pre- 
vious illness or of directly hereditary factors, but the 
personalities of the parents are characteristic. They are 
inte!ligent, emotionally cold, and conventional. They 
are obsessive and the child is the object of experimental 
observation rather than affection. ‘*‘ They were anxious 
to do a good job, and this meant mechanized service of 
the kind which is rendered by an overconscientious gaso- 
line station attendant’. It may be that the autism of the 
children is a reaction against this attitude of the parents. 
R. G. Gordon 


884. The Insulin Treatment of Schizophrenia: A Ten- 
year ** Follow-up ”’ 

R. R. Wess and M. T. Noatt. Medical Journal of 
Australia [Med. J. Aust.] 2, 130-131, July 23, 1949. 


In this paper are presented the results of insulin treat- 
ment in 100 cases of schizophrenia followed up after 
10 years. All patients but one were traced: 44 were 
living at home, 37 of them were usefully employed, and 
18 had had one or more relapses necessitating temporary 
return to hospital. 

[The appraisal of these results is made difficult by the 
lack of more detailed information about the type and 
duration of illness preceding insulin treatment, and the 
absence of comparison with an analogous untreated 
group of patients. (See Freudenberg, J. ment. Sci., 1947, 
93, 9.)] F. K. Taylor 


885. Electroshock as a Diagnostic Aid in Schizophrenia. 
[In English] 

L. HALPERN. Monatsschrift fiir Psychiatrie und Neuro- 
logie [Mschr. Psychiat. Neurol.| 118, 61-64, July, 1949. 
3 refs. 


The author, from the Rothschild Hadassah University 
Hospital, Jerusalem, gives details of 4 patients with 
symptoms of depression who developed typical signs of 
schizophrenia when treated with electric shock, hallucina- 
tions and delusions appearing after 3 to 5 treatments. 
The assumption is made that in each case the disease was 
schizophrenic from the beginning, in spite of its depres- 
sive character, and that the underlying schizophrenic 
process could appear only after the superficial depressive 
layer had been removed. G. de M. Rudolf 


886. The Association of Nikethamide with Electric Shock 
in the Treatment of States of Excitement. (L’association 
coramine-€lectro-choc dans le traitement des états 
d’excitation) 

M. and G. JACQuEL, —. AMoussou, and —. RACADOT. 
Presse Médicale (Pr. méd.] 57, 521, June 11, 1949. 6 refs. 


It is generally agreed that states of excitement, whether 
schizophrenic or manic, do not respond to electro- 
convulsive therapy as readily as states of depression. 
Following the report of Fabing (Amer. J. Psychiat., 
1948, 104, 435), who successfully treated 100 cases of 


excitement by injecting “ coramine ”’ (nikethamide) before 
administering electric shock, the authors applied this 
method in the treatment of 30 excited patients. Ap 
intravenous injection of 6 to 7 ml. of coramine was 
given daily, and this was followed almost immediately 
by electric shock treatment. The results were ep. 
couraging and 6 treatments were usually sufficient 
to control the most severe states of excitement. The 
best results were seen in maniacal states, but schizo. 
phrenics also became quieter, more accessible, and less 
impulsive. Some of the patients had already had electro- 
convulsive therapy alone without improvement, and it 
was not until the shocks were combined with the injec- 
tion of coramine that any response to treatment took 
place. A description is given of 5 of the most successfyl 
cases. J. T. Leyberg 


887. Clinical and Pathological Observations on Relapse 
after Successful Leucotomy 

T. McLarpy and D. L. Davies. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 12, 231-238, Aug., 1949. 8 figs., 23 refs. 


Return of symptoms after their disappearance or 
marked improvement following bilateral frontal leuco- 
tomy is known to most psychiatrists. There is no 
previous record in the literature, however, of the correla- 
tion of such relapse with the actual position and dimen- 
sions of the leucotomy lesion found at necropsy. Six 
cases are reported which, together with those from the 
literature, show that each symptom, including ** tension”, 
can return in a degree of severity at least equal to its 
pre-operative intensity. In some of the cases environ- 
mental factors seemed to determine the relapse and are 
evidently just as important aetiologically after as before 
operation and may, indeed, exert a more potent in- 
fluence. Consideration of this factor might, the authors 
suggest, serve to prevent a relapse in some cases. In 
4 of the 6 patients the prefrontal cortex was almost 
completely bilaterally isolated from its long fibre con- 
nexions. Such bilateral * isolation’’, therefore, does not 
prevent the recurrence, after relatively prolonged dis- 
appearance or striking improvement, of many of the 
commonest psychotic symptoms. Hence either the iso- 
lated cortex can in time function again through relays of 
subcortical U fibres or largely intracortical pathways, 
or else such symptoms can develop again without the 
participation of the prefrontal regions. Evidence is 
presented which suggests that the former possibility 
may be the case. A study of the literature shows that 
some chronic schizophrenic symptoms at least may not 
only persist, but may disappear and recur, after full 
bilateral prefrontal lobectomy, while many neurotic 
symptoms recur after their disappearance following 
removal of more limited amounts of cortex. The illness 
which recurs is nearly always of the same type as that 
present pre-operatively. One of the authors’ cases 
yielded strong evidence against a narrow and specific 
cerebral localization of mental function and they suggest 
that the facts call for a more plastic concept of cerebral 
function in both the normal and abnormal brain. 

E. W. Anderson 
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888. Clinical, Pathological and Mycological Observa- 
tions in Histoplasmosis 

G. Bras, L. RukesUscu, G. F. Kotrer, and D. L. HAM. 
Documenta Neerlandica et Indonesica de Morbis Tropicis 
[Ducum. neer. indon. Morb. trop.) 1, 151-159, June, 1949. 
8 figs., 35 refs. 


This is a detailed account of a case of histoplasmosis 
occurring in Java. The patient was a Chinaman aged 
43 years and born in Java; he was first seen as an out- 
patient of a hospital in Batavia on May 10, 1948, was 
admitted to the hospital on May 23, and died there 5 
weeks later. Papules 0-1 to 0-5 cm. in diameter were 
seen on the mucous membrane of the mouth, tongue, and 
pharynx, and on the skin, chiefly of the lower abdomen 
and inner aspect of the thighs. The patient said that the 
papules had appeared 4 months before and that those in 
the mouth preceded those on the skin. Radiological 
examination showed consolidation in both lungs. A 
skin papule was excised and on microscopical examina- 
tion Histoplasma capsulatum was found; the diagnosis 
was confirmed by culture of the fungus on blood agar 
at 37°C. and on: Sabouraud’s agar at 28° C., and by 
inoculation of guinea-pigs and mice. A post-mortem 
examination made 10 hours after death revealed lesions 
of histoplasmosis in the mouth, pharynx, oesophagus, 
rectum, larynx, adrenals, and bone marrow. There 
was also tuberculosis of the lungs, larynx, liver, and 
spleen. The authors note that acid-fast bacilli and Hist. 
capsulatum were never found together in any section 
examined, either in the patient or in infected guinea- 
pigs. 

[A leading article in the British Medical Journal, 
1949, 2, 374, mentions an antibiotic, tomatin, recently 
isolated from young tomato plants, which inhibits the 
growth of cultures of Hist. capsulatum, and suggests its 
trial in vivo.] J. F. Corson 


See also Sections Microbiology, Abstract 625; 


Respiratory Disorders, Abstract 745. 


889. Fatal Human Case of Canicola Fever ;' 
R. S. Weetcu, J. COLQUHOUN, and J.C. Broom. Lancet 
[Lancet] 1, 906-907, May 28, 1949. 6 refs. 


Details are described of the clinical, pathological, and 
bacteriological findings in a fatal case of infection. with 
Leptospira canicola. The patient was a woman who had 
suffered from toxaemia of pregnancy 16 years earlier. 
The attack of canicola fever was typical of anicteric 
leptospirosis—aseptic meningitis, conjunctivitis, albu- 
minuria, muscular pains, a papular skin rash, and a 
febrile relapse during the third week of illness after an 
apyrexial period. The abnormal feature was that 
albuminuria persisted during the afebrile period, and the 
blood urea level continued to rise. Uraemia supervened 
during the second febrile stage and the patient died on 
the 24th day of illness. 

M—P 


is considered of little value. 


At necropsy the kidneys alone showed noteworthy 
pathological changes, consisting of an acute interstitial 
nephritis superimposed on a pre-existing chronic inter- 
stitial nephritis. The condition is illustrated by a series 
of photomicrographs. The cause of death was uraemia, 
due to acute interstitial nephritis in an already damaged 
kidney. The diagnosis of canicola fever was confirmed 
by serological tests. A strain of L. canicola was isolated 
from the patient's dog, which was a carrier of the 
organism although clinical signs of illness had never 
been evident. J.C. Broom 


890. Canicola Fever in Germany. 
Cases 

J. Mackay-Dick and R. W. E. Watts. Lancet (Lancet) 
1, 907-910, May 28, 1949. 


Six cases of canicola fever treated in a British military 
hospital in Germany are described. The diagnosis was 
confirmed by serological tests in every case. Four cases 
ran a typical course; in one there was jaundice; and in 
the sixth acute iritis developed 4 months after the 
original illness. Two patients were thought to have 
acquired the infection while bathing in the same pool; 
3 patients had been in contact with dogs which were 
proved to be infected with Leptospira canicola: and the 
sixth had owned two dogs which had recently died with 
symptoms suggestive of canicola fever. Treatment with 
penicillin appeared to have a beneficial effect. Micro- 
scopical examination of some 80 samples of warm 
alkaline urine was negative, and this method of diagnosis 
J.C. Broom 


Report of Six 
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891. Concurrent Herpes Zoster and Chickenpox. Report 
of a Case 

F. Fetter and T. G. SCHNABEL. Archives of Internal 
Medicine [Arch. intern. Med.| 83, 502-504, May, 1949. 
7 refs. 


A relation between herpes zoster and chickenpox 
was first noted in 1888. By 1917 some 41 cases had 
been reported in which an attack of chickenpox followed 
exposure to herpes zoster. Further, 5 cases of herpes 
zoster after exposure to chickenpox have been noted by 
a single author. More recently concurrent appearance 
of the two diseases has been reported. 

Recently it has been pointed out that there is some 
evidence that ckickenpox in childhood makes a person 
immune to herpes zoster in later life, that the viruses of 
chickenpox and herpes zoster are either identical or 
closely related, and that the occurrence of the two 
diseases simultaneously can be explained by the increased 
virulence of the virus. There is experimental as well as 
clinical confirmation of a relation between the two 
diseases. 
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The authors give a full report of a recent case, that of a 
woman of 72 admitted to hospital with typical herpes 
zoster. Some 5 days after the onset of the illness a sore 
throat and pyrexia developed. Two days later a few 


. pustules appeared and these increased enormously in 


numbers until an eruption typical of chickenpox was 
present. The patient had not had the disease before nor 
had there been any contact with cases of either chicken- 
pox or herpes zoster. The attack of chickenpox followed 
a usual course, but the course of the herpes zoster was 
protracted, the patient’s total stay in hospital being about 
3 months. 

The authors conclude that the virus of herpes zoster 
and the virus of chickenpox are either identical or 
closely related, and that increased virulence of the virus 
is sufficient to overcome the patient’s partial immunity 
to chickenpox and cause the two diseases to appear 
simultaneously. J. M. Anderson 


892. Cytology of Herpes Zoster Vesicle Fluid. (La 
citoiogia del liquido de la vesicula del herpes zoster 
(zona) ) 

A. TELLO Ortiz. Actas Dermo-sifiliograficas {Actas 
dermo-sif.] 40, 799-803, May, 1949. 2 figs., 23 refs. 


In 8 cases of herpes zoster the vesicle fluid was 
examined cytologically. The fluid from fresh vesicles 
contains a few neutrophils and eosinophils. On the 
second day there is an invasion of polyblasts. From the 
start all cellular elements are affected by a process of 
cytolysis, so that by the fourth day only nuclear fragments 
remain. This picture is like that of varicella except that 
in zoster there are eosinophils, this finding suggesting an 
allergic process. First contact with the virus would 
give rise to varicella; a second infection might produce 
zoster. James Marshall 


893. Gamma Globulin in Relation to Infections of the 
Respiratory Tract. Experimental Study of the Local Use 
of Gamma Globulin in Treatment of the Common Cold 
W. J. HitscHier, F. L. RutsperG, and J. Stokes. 
Archives of Otolaryngology [Arch. Otolaryng., Chicago] 
48, 527-535, Nov., 1948. 9 refs. 

The Pennsylvania School for the Deaf carried out 
experiments on 70 children suffering from common 
colds. The children were examined by an otologist, 
graded according to the severity of the attack, and 
separated into a treated group and an untreated group. 
Treatment consisted of instilling 3 to 4 drops of y globulin 
diluted with equal quantities of isotonic sodium chloride 
solution into the nose every 2 hours from 8 a.m. to 
6 p.m. daily until symptoms and signs had disappeared 
or until a week later, when two further examinations 
were made. If complications occurred the children 
were not included in the investigation. Duration of 
colds in treated children was 2-74 days and in untreated 
2-77 days. In 59-6% of treated and 57-2% of untreated 
children colds lasted for only one or two days. The 
close similarity of incidence and severity of colds in 
treated and untreated groups apparently indicate that 
y globulin was of no value in local therapy. A further 
investigation along similar lines was conducted on 


children without tonsils and adenoids and those with 
them; the former children had colds of shorter duration, 
I. Malcolm Farquharson 


894. Preliminary Report on the Treatment of Anterior 
Poliomyelitis with Exercise and Curare 

W. D. Pau and O. A. Coucu. Archives of Physical 
Medicine [Arch. phys. Med.| 30, 277-285, May, 1949, 
24 refs. 


The purpose of this preliminary report is to review 
some recent studies of denervation and re-innervation of 
muscle and to give the results of a treatment which 
embodies certain principles obtained from animal 
experiments. 

Hines et al. found that the earliest signs of functional 
re-innervation after nerve-crushing in the rat appeared 
between the 12th and 15th day after denervation, 
Muscle strength increased rapidly until the 35th day, after 
the initial re-innervation. Subsequent recovery was 
slower. By the 84th day, the muscle undergoing 
regeneration had 80 to 90% of normal creatine content, 
weight, and strength. The same workers found that 
immobilization by casts definitely delayed the progress of 
recovery. Many reports have appeared emphasizing 
the importance of avoiding fatigue in a muscle during its 
recovery from paralysis due to peripheral nerve injury, 
but Hines et al. point out that one ‘must differentiate 
between a tired patient and a patient with physiological 
fatigue of a muscle or group of muscles. Electrical 
stimulation will delay muscle atrophy. Massage would 
also seem physiologically to have a place in the treatment 
of denervated muscle. From various animal experiments 
it can be deduced that early muscle use is the best means 
of promoting recovery from peripheral nerve injury. 
The use of hot packs is not supported by experimental 
evidence. 

The use of curare was instituted by Ransohoff to 
overcome the muscle shortening with its accompanying 
pain, which frequently prevents a joint from being 
passively moved through its normal range. He stated 
that he has been able to use intensive physical therapy 
impossible without the drug and has reported marked 
reduction in pain, earlier capacity for exercise, and better 
functional results. These findings have not been corro- 
borated by other observers. During the summer of 
1945, curare was administered to a number of patients in 
hospital in the acute phase of anterior poliomyelitis 
and it was found that the drug had no curative effect. 
Recent experiments have shown that in an animal muscle 
injury may result if a shortened muscle is maximally 
stretched after the administration of curare. 

A series of experiments are reported in which patients 
with anterior poliomyelitis were placed in beds with 
boards under the mattresses. Muscle strength was 
evaluated and recorded. Muscle tightness in the limbs 
was determined and estimations of trunk flexibility were 
made by a uniform method. 

The patients were divided into three groups. Group I 
contained 21 patients who received the routine Kenny 
treatment including hot packs and tendon stimulation 
plus stretching. Nine had no stiffness or pain on admis- 
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BACTERIAL INFECTIONS 


sion and were given hot packs as a routine procedure for 
a few days. Of the rest 6 were paralysed and 6 not 
paralysed. Of the latter one had bulbar involvement 
and died. Several of the patients were discharged before 
the tightness was relieved and were advised to continue 
with hot packs at home. Pain was a prominent 
symptom in this group. Pain and stiffness persisted for 
from 9 to 150 or more days. The writers agree with 
Ransohoff that no residual pain should remain after 
stretching. Group II included 7 patients treated by 
stretching alone, without the use of curare or hot packs. 
All had varying degrees of stiffness at the time of 
admission. After the initial exercise there was such a 
reduction in the degree of tightness and pain that no 
additional therapy was instituted. These patients made a 
rapid and uneventful recovery. Group III consisted of 
26 patients treated by stretching and curare administra- 
tion. Eleven had pain and tightness but no paralysis. 
One had bulbar symptoms. In this group the pain and 
tightness either were not relieved or were increased 24 to 
48 hours after the exercises were started. Curare was 
then -given and the exercises continued. The pain and 
tightness persisted for from 2 to 10 days. These patients 
made uneventful recoveries. As a result of the foregoing 
experiments it would seem that if curare and exercises 
are given early in the disease it is possible to overcome 
pain and tightness in a shorter time than if these measures 
are delayed. 

There is nothing to show that curare has any curative 
effect and it can only be regarded as an aid in carrying out 
the most important part of the treatment—physical 
therapy. M. B. Ray 


895. Rift Valley Fever. Accidental Infections among 
Laboratory Workers 


K. C. SMITHBURN, A. F. MAnHarFrFy, A. J. HADDow, S. F. ° 


KITCHEN, and J. F. SmitH. Journal of Immunology [J. 
Immunol.] 62, 213-227, June, 1949. 4 figs., 9 refs. 


The history, symptoms, and diagnosis of 8 cases of 
laboratory-contracted infection with Rift Valley fever 
among white and coloured personnel are described in 
detail. Headache, backache, anorexia, prostration, and 
fever lasting 2 to 6 days were observed. All patients 
recovered, without any permanent sequelae, after a period 
of incapacity for work varying from 2 to 28 days. The 
virus was isolated from the blood of all of them during 
the febrile stage of the disease, and a neutralizing anti- 
body was demonstrated in all cases during convalescence. 
Two patients had vivax malaria infection at the onset of 
Rift Valley fever infection. The first-day serum of one 
patient contained 1,500,000 intracerebral LD 50 of the 
virus after 82 days’ storage in the refrigerator; viable 
virus was found in the same blood after storage for 2 years 
in the fluid state. Viable virus was present in the sera 
of other patients after even longer storage (up to 1,048 
days) in the refrigerator. Three African workers, who 
were not known to have had the disease, proved immune 
to the virus; this is interpreted as an indication that these 
3 individuals passed through an attack of subclinical 
infection resulting from contact with the virus in the 
laboratory. H. P. Fox 
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896. Bacteriaemia at the Onset of Diphtheria. (Zur 
Frage der Bakteriaimie im Beginn der Diphtherie) 

G. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, u. Infektionskrankheiten (Abteilung 1, Originale) 
[Zbl. Bakt. (1 Abt. Orig.)] 154, 14-17, May 15, 1949. 


The theory current in Germany since 1935 that faucial 
diphtheria is only a second phase in an initially bac- 
teriaemic condition, with the tonsils as an organ secreting 
the infecting organism, is re-examined in this paper. 

According to this theory the bacteriaemic phase 
occurs during the incubation period. The search for 
patients with Corynebacterium diphtheriae bacteriaemia 
was, therefore, confined to contacts of cases. In all, 
202 such contacts were examined and 31 of these deve- 
loped faucial diphtheria. Samples for blood culture 
were taken daily until the third day after the first appear- 
ance of faucial membrane. Five to 10 ml. of blood was 
taken and incubated in nutrient broth, from which a 
culture was made on Léffler serum plates if growth 
occurred. All isolated strains were tested for virulence 
in gumea-pigs. 

Of 31 cases 28 gave positive blood cultures, the earliest 
having been obtained on the third day before the appear- 
ance of amembrane. The majority were positive 2 days 
before the development of faucial diphtheria, a few one 
day before; in 2 cases culture became positive on the day 
of, and in one case one day after, membrane formation. 
In almost all cases a light swelling and hyperaemia of the 
tonsils was observed at the time of bacteriaemia. No 
rigors occurred. In 6 of the 31 cases C. diphtheriae 
was present in the throat before any membrane was 
detectable. K. S. Zinnemann 


897. Diphtheria Toxin Content of Blood and Cerebro- 
spinal Fluid in Late Diphtheria Paralysis. (Ober Diph- 
therietoxingehalt im Patientenblut und Liquor bei 
Diphtherie-Spatlahmungen) 

G. Witprinr. Zentralblatt fiir Bakteriologie, Para- 
sitenkunde, u. Infektionskrankheiten (Abteilung 1, Ori- 
ginale) (Zbl. Bakt. (1 Abt. Orig.) | 154, 18-26, May 15, 
1949. 

As late paralyses in diphtheria may be ushered in by 
vomiting, sickness, pallor, moderate fever, and collapse 
it was thought that, apart from myocarditis, these 
symptoms could also be caused by renewed toxaemia. 
Accordingly, investigations were carried out to demon- 
strate the presence of diphtheria toxin in blood and 
cerebrospinal fluid (C.S.F.). Two groups of cases were 
examined: (1) Blood was taken at the onset of paralysis 
in 37 cases and examined for toxin content. (2) In 
58 cases of clinically severe diphtheria without paralyses 
blood samples were taken during the 3rd, 4th, 5th, and 
6th weeks of infection and examined for toxin content. 

When diphtheria toxin was found in the blood, samples 
of C.S.F. were withdrawn as soon as possible, that is, 
before the appearance of paralysis and at the onset of 
paralysis, and examined. The infection in all cases was 
due to the gravis type of Corynebacterium diphtheriae. 
Toxin was estimated by Jensen’s method in the skin of 
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white rabbits, the standard amount injected intra- 
cutaneously being 0-1 ml. of dilute or undiluted serum 
or C.S.F.; dilutions were made with Sérensen’s phos- 
phate buffer solution of pH 7:4, readings were taken 
36 hours after injection, and the minimal reacting dose 
(MRD) of each fluid was determined. As a control a 
stable standard diphtheria toxin was injected similarly, 
and toxin in body fluids giving positive reactions was 
neutralized with carefully determined amounts of 
standard antitoxin. Toxin values obtained were finally 
expressed in terms of the MLD, one MLD being equal to 
1/5,000 MRD. 

In group | toxin was found in the blood serum in 3 out 
of 37 cases. In group 2, late paralyses developed in 16 
of the 58 cases. In 7 of these cases free diphtheria toxin 
was found in the blood during the 4th to 5th week of 
illness, that is, 6 to 10 days before the onset of paralysis. 
The amount of toxin present varied from 0:2 to 1-33 
MLD per 100 ml. of serum. Only in 1 case was C. 
diphtheriae still present in the throat at the time of 
paralysis. Furthermore, estimations of antitoxin titre 
in serum were carried out in all cases of paralysis in which 
no free diphtheria toxin was found before the onset of 
paralysis. In group | an antitoxin level of more than 
+5 unit was found in 26 cases, while in 8 cases it was 


less than 75 unit. In group 2, of 6 cases in which free | 


toxin was present in the serum before paralysis but none 
at the time of paralysis 1 had more than z's, 1 about 5, 
and 4 less than 75 unit. Of 9 cases in group 2 with no 
detectable toxin either before or during paralysis, 2 had 
an antitoxin titre of more than 3'5, 2 of 4s, and 5 of less 
than z$z unit. The antitoxin titre during the 8th week 
after the onset of clinical diphtheria in the 42 cases without 
paralysis was more than 3'5 unit in 40 cases and 35 unit 
in 2 cases. In 3 out of 4 cases of severe paralysis of 
Landry type free toxin was also found in the C.S.F. in 
amounts of 0-022 to 0:03 MLD per 10 ml. of C.S.F. 

The conclusions drawn from these investigations are 
that: (a) foci of diphtheria bacilli in body tissues are 
probably not responsible for the reappearance of free 
toxin in the circulation in these cases; (b) the toxin- 
antitoxin mixtures in the patient’s circulation are prob- 
ably under-neutralized and, as in the test-tube, tend to 
dissociate; (c) in severe cases renewed administration of 
antitoxin serum at the end of the 3rd or the beginning of 
the 4th week should have a beneficial effect on the course 
of the illness. K. S. Zinnemann 


898. Studies on the Cultural Toxicity and Virulence of 
Types of Diphtheria Bacilli, the Mutability of the mitis 
Type in vivo, and the Increase in Virulence Arising There- 
from. (Experimentelle Untersuchungen zur Frage der 
kulturellen Toxizitét und Virulenz der Diphtheriebak- 
terientypen, der Veranderlichkeit des Typ mitis in vivo 
und der hierdurch bedingten Virulenzsteigerungen) 

G. Witpriur. Zeutralblatt fiir Bakteriologie, Para- 
sitenkunde, u. Infectionskrankheiten (Abteiling 1, Ori- 


ginale) (Zbl. Bakt. (1 Abt. Orig.) | 154, 26-33, May 15, 
1949, 


[The author begins with a misinterpretation of the work 
of McLeod and collaborators on the types of Coryne- 


bacterium diphtheriae. He doubts the validity of the 
classification into gravis, mitis, and intermedtus types 
on the grounds that the gravis type can be found in a 
considerable proportion of clinically mild cases and the 
mitis type is occasionally found in clinically severe cases, 
British authors and those who have confirmed their 
findings never maintained that a complete parallelism 
exists between type and clinical severity. The author is 
at a disadvantage, as obviously he has had no access to 
Anglo-Saxon literature for about the last 10 years.] 

In an attempt to determine whether there are any 
differences in toxicity and virulence between gravis and 
mitis strains, 507 gravis and 502 mitis strains were grown 
on Pope’s broth and the average toxin production of each 
strain was determined in 10 culture experiments. The 
toxins were compared with a ** normal toxin * containing 
100 MLD per ml.: 55° of gravis strains formed more 
potent toxins than mitis strains, and 33°, of mitis strains 
formed toxins equally as potent as those of gravis strains, 
{In the presence of excess of iron—a condition present 
in body tissues—practically all gravis strains form more 
potent toxins than mitis or intermedius strains: Mueller, 
J. Immunol., 1941, 42, 343: Zinnemann, J. Path. Bact., 
1943, 55, 275.] The majority of the gravis strains were 
fully virulent but 30% of the mitis strains were equally 
virulent. 

To test the stability of the C. diphtheriae types highly 
toxigenic gravis strains and 6 rather moderately toxigenic 
mitis strains were implanted subcutaneously on pieces of 
membrane into actively immunized guinea-pigs and were 
passaged through up to 100 animals without being sub- 
cultured on laboratory media. The 6 gravis strains 
showed no increase of virulence. The mitis strains 
showed “‘ a more or less constant increase of virulence ” 
after 100 passages. Passages through an equal number 
of unprotected animals did not lead to either increase 
or decrease of virulence. After 75 and 90 passages 
respectively 2 of the mitis strains formed gravis colonies. 
One of these strains fermented glycogen but not starch 
while the other strain fermented both. Both strains 
killed guinea-pigs on the 2nd or 3rd instead of on the 8th 
day after inoculation with a standard loopful of culture. 

The author states that the mitis is transformed into the 
gravis type in immunized individuals, that this proves the 
instability of the types, that in consequence the conception 
of such types should be abandoned in favour of that of 
growth variants, and that the seasonal increases and 
decreases in the incidence of clinical diphtheria are the 
result of the capacity of C. diphtheriae to develop variants 
under the influence of specific immune bodies on the one 
hand and of seasonal fluctuations in the antitoxin levei of 
human individuals on the other. The antitoxin level is 
stated to be low in winter, to increase as the cold season 
progresses, and to reach its peak during summer. 

[Mutation of C. diphtheriae types in the animal body 
and under the influence of immune antibodies has been a 
line of thought and research in Germany for many years. 
The repeated findings in favour of mutation in that 
country have never been confirmed conclusively abroad, 
although intermedius strains mutating spontaneously to 
gravis strains have been described in detail.] 

K. S. Zinnemann 
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g99. Streptomycin Treatment of Pertussis Pneumonia. 
(Pertussis-pneumonia streptomycin kezelése) 
p.Gecesi-Kiss. Orvosi Hetilap (Orv. Hetil.| 90, 385-390, 
June 26, 1949. 


Three cases of post-pertussis pneumonia were treated 
with streptomycin, penicillin and vitamins C, K, and B,. 
On penicillin and vitamin treatment alone, there was no 
improvement in 2 cases and deterioration in the third. 
The addition of streptomycin was followed by rapid 
improvement in the first 2 cases and somewhat slower 
improvement in the third. Progress was assessed by 
frequent radiological examinations. The dose of 
streptomycin was | g. on the first day, divided into 8 
3-hourly doses, then 0-1 g. less daily every following day. 
This dose was reduced in a case of rapid improvement to 
0:5 g. daily. Penicillin and vitamin K administration 
was stopped 48 hours after the disappearance of pyrexia 
and other clinical signs, but streptomycin, vitamin C, 
and aneurin were given till the radiograph was normal. 

The authors conclude that even the most serious pul- 
monary complications of pertussis can be successfully 
combated with streptomycin. S. Sacher 


900. Results Obtained by the Italian Air Force in Treat- 
ment of Whooping-Cough by Aeroplane Flights. (1 
risultati conseguiti dall’aeronautica italiana nella cura 
della pertosse con i voli in quota) 

G. Latut. Rivista di Medicina Aeronautica [Riv. Med. 
aeronaut.| 12, 237-250, April-June, 1949. 1 fig., 7 refs. 


A series of 476 children were treated for pertussis by 
aeroplane flights after having been medically examined to 
exclude any contraindications to high-altitude flights. 
The maximum height reached was 12,500 feet (3,750 m.), 
stay in the air 20 to 30 minutes, number of flights 3 to 6 
according to results, and interval between flights 3 to 4 
days: the height was increased on each flight by 500 m. 
starting from 2,500 m. All children undergoing treat- 
ment tolerated the flights well. Almost all children had 
been treated previously for whooping-cough without 
result. During the flights all other treatment was 
suspended, except for symptomatic treatment in some 
cases. Of 476 children treated, 60-7°% were completely 
cured (no more paroxysms at the end of the test), in 
216% there was no improvement and in some cases even 
deterioration, and 10-7% showed only slight improve- 
ment. The treatment lasted usually for 15 days. The 
therapeutic effect of high-altitude flight is related to the 
number of flights effected; one flight gives no appreciable 
results, two flights cause in most cases some improve- 
ment but only a few cures. With each additional flight 
more complete cures are achieved. The results tally with 
those obtained in the low-pressure chamber. There is 
no relation to sex, age (contrary to the opinion that 
children under 5 show greater sensitivity), or pre- 
vious duration of the disease. There is no evidence in 
the author's experience that the effect of high-altitude 
flying is greater in the latter phase of the disease, that i is— 
after 20 days from the onset of the disease. 

L. Weisselberger 


See also Section Pharmacology and Therapeutics, 
Abstract 578. 
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901. Phthalylsulfacetimide (Thalamyd) in Cholera 

H. SENECA and E. HENDERSON. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 29, 425-428, 
May, 1949. 19 refs. 


The authors describe the use of phthalylsulphacetamide 
(“ thalamyd”’) in the treatment of cholera. Sulphon- 
amides, including sulphaguanidine, succinylsulphathi- 
azole, and sulphadiazine, have previously been used in 
cholera but with unconvincing results. Thalamyd, 
however, has advantages in possessing a particularly high 
activity against the cholera vibrio in vitro. It also has 
the advantage, common to members of the sulphacet- 
amide group, of very low toxicity. Although it is not 
absorbed into the blood stream it has the remarkable 
property of being able to penetrate, by diffusion, several 
layers of the intestinal wall. 

Owing to the nature of the epidemic disease it is very 
difficult to assess the value of any therapeutic agent in 
cholera which is used in conjunction with saline therapy. 
Cholera is characterized by acute and intense dehydra- 
tion, and any regimen which will make good the loss of 
water and electrolytes is bound to have a considerable 
success. Furthermore, even the most efficient bacteri- 
cidal agent will fail unless the biochemical lesion of 
dehydration is treated at the same time. Again, the 
mortality in various epidemics varies widely—extremes of 
5% and 80% being recorded. Lower mortality rates 
generally prevail towards the end of an epidemic. The 
authors are sensible of these difficulties in assessment and 
control. They give as a background to their observa- 
tions the over-all mortality of 49% in the Egyptian 
epidemic of 1947, in which they carried out their trials; 
this mortality would not, of course, obtain in cases 
treated in hospital. 

The authors gave thalamyd to 100 patients altogether, 
but, owing to the circumstances of the epidemic, were 
able to get complete records of only 40, among whom 
one death occurred, giving a mortality of 2:°5%. The 
series was composed of 31 males and 9 females, all but 
4 being adults. In 8 cases the disease was graded as 
mild, in 17 moderate, and in 15 severe; 8 patients had 
received 2 doses of vaccine before the onset of the 
disease, 14 had received one dose, and 18 had not been 
vaccinated. In all except one case the dosage of the 
drug was 5 g. initially, followed by 1 g. every 2 hours for 
5 days, giving a total of 64 g. Saline, or saline and 
sodium bicarbonate solution, was given—usually intra- 
venously—in quantities of 1 to 5 litres daily in addition to 
a liberal oral intake of fluids. In no case was there any 
evidence of toxicity attributable to the drug. In the 
fatal case the patient was admitted on the second day of 
the disease with established anuria. Although his 
stools became normal he died on the eleventh day. 
Pulmonary oedema and renal enlargement were demon- 
strated post mortem. 

The authors are modest in their claims for the new drug. 
They consider, however, that it may be of considerable 
value in prophylaxis. A dosage of 0-2 g. per kg. body 
weight daily given over 30 days should stop an epidemic 
among highly trained personnel—for example, in a 
military population. Limited prophylaxis could also be 
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practised in a civilian epidemic, where the drug could at 
least be used to protect public health personnel who were 
actually dealing with cases of cholera. 

William Hughes 


TUBERCULOSIS 


902. Late Relapse in the Collapsed Zone of the Lung 
after Apparently Successful Thoracoplasty. (Rechutes 
tardives au niveau du poumon collabé aprés des thoraco- 
plasties ayant été apparemment efficaces) 

A. Bernou and J. Tricome. Archivio di Tisiologia 
[Arch. Tisiol.| 4, 201-221, May-June, 1949. 5 figs., 
1 ref. 


The authors describe 10 cases of late relapse among 
1,200 cases in which thoracoplasty had apparently been 
successful. All the relapses occurred at least 2 years 
after operation. The original thoracoplasty was deemed 
successful if (1) numerous sputum examinations, often 
including culture and guinea-pig inoculations, failed to 
reveal tubercle bacilli; (2) the radiographic and tomo- 
graphic pictures were satisfactory. [In 2 of the cases 
described in detail small persistent cavities were found on 
post-operative tomography, and in 2 others there is no 
mention of tomography being carried out after the 
original operation.] The relapses may be classified under 
the following headings: (1) persistence under the opera- 
tion site of minute cavities, which later enlarged; (2) 
persistence of blocked cavities ’’, which later opened 
up; (3) secondary caseation in the parenchyma surround- 
ing the scar representing the healed cavity; (4) later 
development of tuberculous bronchitis. 

John Crofton 


903. Experimental Studies on Nutrition in Tuberculosis. 
The Role of Protein in Resistance to Tuberculosis 

T. A. Koerner, H. R. Getz, and E.R. LonG. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 71, 154-158, May, 1949. 
9 refs. 


In the first experiment albino rats which had lived for 
several generations on 15%, 25%, and 40% protein diets 
(the excess protein in the latter two diets being provided 
by casein), and chosen at random as regards age, weight, 
sex, and litter, were given intravenous injections of 0-1 mg. 
bovine-type tubercle bacilli. The survival times ranged 
from 7 to 42 weeks, the high-protein group surviving, 
on the whole, longer than the others. [Since the groups 
contained only 9 to 12 animals, and an unmentioned 
number in each group were killed at intervals, this 
comparison is difficult.] Though the extent of lung 
tuberculosis was not appreciably different, the bacilliary 
content of the lesions was much less in the high-protein 
group than in the animals in the other groups examined 
at comparable periods. In a second experiment the 
infecting doses were related to the estimated lung 
weights, the numbers of animals in the low- and high- 
protein groups being 18 and 24 respectively. Survival 
times ranged from 2 to 45 weeks, the high-protein-fed 
animals living on the average longer than the others; 
they also had less extensive and better localized disease 
and a smaller number of bacilli. The authors attach 


importance to the presence or absence of pneumonic 
lesions, which, although of doubtful aetiology, 

associate with dissemination of the tuberculous infection 
through bronchial ulceration. The incidence of pney. 
monia was more closely correlated with the protein level 
in the diet than was the extent of tuberculosis. [It 
often contributed to death, so may have been a factor 
in the correlation of survival with amount of protein,] 
“* The impression was created that, if the diet was respon. 
sible for variation in tuberculosis, the influence was 
indirect, through an effect upon resistance to the common 
types of pneumonia endemic in rat colonies. Bacterio- 
logical studies of the pneumonic lesions were not made, 
Previous studies on rats of this colony showed pneumonia 
is frequent and the aetiology variable.” [The presence 
of this endemic pneumonia in the tuberculous animals 
makes interpretation of the results difficult; no dietary 
uninfected controls were included. Metcalf, Darling, 
Wilson, Lapi, and Stare (J. Lab. clin. Med., 1949, 34, 
335), have found no differences in form, incidence, or 
duration of tuberculous lesions between normal and 
protein-deficient rats after tuberculous infection. } 

P. D'Arcy Hart 


904. Tuberculous Cavities in the Apex of the Lower Lobe 
J. Crorton. Thorax [Thorax] 4, 96-100, June, 1949, 
15 refs. 


The author has studied 54 cases of pulmonary tuber- 
culosis in patients attending the Brompton Hospital 
between 1935 and 1944, where a cavity in one or, ina 
single case, both dorsal lobes was the significant lesion. 
The history and clinical findings, including age, side 
affected, presence of cough and sputum, haemoptysis, 
pain in the chest, physical signs in the chest, and the ease 
of production of a positive sputum were analysed and 
compared with those in cases of tuberculous cavitation 
elsewhere in the lungs. No statistically significant 
differences were found (except for a predominance of 
women in the former group), though dorsal-lobe cavities 
appeared to be more common on the right side, and were 
more often accompanied by pain. Artificial pneumo- 
thorax was attempted either alone or with phrenic nerve 
interruption and adhesion section in 50 cases, and in 66% 
of these the cavity was considered to be closed after a 
radiological, bacteriological, and clinical follow-up for a 
minimum of 3 years. This compared favourably with the 
over-all results of such therapy in pulmonary tuber- 
culosis. “Of the patients treated by artificial pneumo- 
thorax, 25% developed an effusion of clinical importance, 
which was no greater than the incidence of effusion in 
pulmonary tuberculosis of all types in which similar 
treatment was carried out. 

It is pointed out that although it is possible that artificial 
pneumoperitoneum may prove to be the treatment of 
choice, its superiority over artificial pneumothorax has 
not yet been established in follow-up surveys. The 
suggestion is made that artificial pneumothorax should be 
attempted in most cases of dorsal lobe cavity and should 
be followed by a routine thoracoscopy. Tomograms 
should be used in the final determination of whether a 
cavity is closed. T. M. Pollock 
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905. The Use of Antihistaminic Drugs in Human Tuber- 
culosis. A Preliminary Report 

A. R. Jupp and A. R. HENDERSON. Annals of Allergy 
[Ann. Allergy] 7, 306-317, May-June, 1949. 13 figs., 
7 refs. 


Antihistaminic drugs were given for 10 weeks or more 
to patients suffering from tuberculosis. In tuberculous 
pneumonia and the acute exudative type of pulmonary 
tuberculosis most encouraging results were obtained 
when these drugs were used in conjunction with strepto- 
mycin therapy. Patients were given 50 mg. of the anti- 
histamine three times daily, the dose being increased to 
300 to 400 mg. or more if tolerated. ‘* Neohetramine ”’ 
(thonzylamine; 2-(N-dimethylaminoethyl-N-p-methoxy- 
benzyl)-aminopyrimidine monohydrochloride), because 
it caused the fewest reactions, was the most suitable 
of the drugs tested. A. W. Frankland 


906. Neohetramine in the Treatment of Experimental 
Tuberculosis - 

Cc. J. Duca and J. V. Scupt. Annals of Allergy [Ann. 
Allergy] 7, 318-319 and 376, May-June, 1949. 11 refs. 


Guinea-pigs were infected by subcutaneous injection 
in the groin with 0-1 mg. of virulent human-type tubercle 
bacilli. One group of animals was used as a control; 
in the other, each animal received 6 mg. of “ neo- 
hetramine © twice daily. Necropsy showed that in the 
treated animals the extent of the disease was about half 
that found in the controls. There was no alteration to 
the reaction produced by 1 mg. of “ old tuberculin” 
given intracutaneously to the treated animals. 

A. W. Frankland 


907. Concentrated Roentgen Therapy of Cervical 
Tuberculous Lymphadenitis 

I. Lampe, C. P. Curest, and D. A. Kocu. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 217, 
632-636, June, 1949. 4 refs. 


X-ray therapy of tuberculous lymphadenitis is not well 
known, although it is extensively used in radiotherapy 
departments. The purposes of this report are: (1) to 
re-emphasize the high quality of results obtained by 
radiotherapy; (2) to point out the advantages of the 
authors’ particular plan of treatment; and (3) to contrast 
the results of radiotherapy with those of streptomycin 
administration. 

Of 42 cases treated in the period 1939-1947, 37 were 
followed up and in 30 cases the diagnosis was confirmed 
pathologically. With a voltage of 200 kV filtered with 
0-5 mm. copper and 1 mm. aluminium, and fields large 
enough to include the regional nodes, doses of 800 to 
1,000 r, measured in air, are delivered in 4 to 5 days. 
The patient returns in 2 to 3 months and a second course 
may be given. Reactions to treatment are insignificant. 
In the past, multiple intermittent irradiation, for example, 
100 r per week for 6 to 8 weeks, has been advised because 
of the danger of tissue breakdown, but in the present 
Series in only one case was there evidence to suggest 
suppuration induced by irradiation. 

Complete regression occurred in 31 cases (84°). In 


6 (16%) results were unsatisfactory, although some 
improvement occurred after one or two courses. Of the 
31 patients in whom results were satisfactory, 23 had 
draining sinuses. Conservative surgical procedures 
may be advantageously combined with irradiation, but 
radical dissection of cervical lymph nodes should play 
no part in the modern management of tuberculous 
adenopathy. The length of history before irradiation did 
not have a significant bearing on the result. Response is 
slow, but regression may begin within 2 to 4 weeks, 
while late exacerbation is so unusual, as to raise the 
question whether it is due to involvement of an adjacent 
untreated area. 

In view of the toxicity of streptomycin, laboratory 
supervision and a stay in hospital are necessary for a long 
time when this drug is used, and the advantage of irra- 
diation is therefore obvious. Streptomycin should be 
reserved for use in the 15 to 20% of all cases in which 
irradiation does not cause complete regression. 

I. G. Williams 


908. The Probable Mechanism of Streptomycin Action 
in Tuberculosis 

H. J. Corper and M. L. Coun. Yale Journal of Biology 
and Medicine [Yale J. Biol. Med.| 21, 181-200, Jan., 
1949. 6 figs., 9 refs. 


On the basis of the present findings, as well as of their 
previous work, the authors question the general view 
that the effectiveness of streptomycin in tuberculosis is 
simply due to bacteriostatic or bactericidal action. One 
month’s contact of up to 1,000 units of streptomycin per 
ml. with virulent human tubercle bacilli in a non-nutrient 
medium at 37°C. was not lethal, nor did it induce 
streptomycin resistance. [Is a non-nutrient medium 
relevant to conditions in the body?] By means of a 
special apparatus, tubercle bacilli were exposed alterna- 
tively to a nutrient medium containing streptomycin 
and to a streptomycin-free medium; exposure to 100 
units per ml. for less than one day out of two failed to 
prevent growth, whereas exposure to 1 unit per ml. 
continuously did. The effectiveness in vivo of widely 
spaced injections of streptomycin in experimental 
tuberculosis conflicts with expectation based upon the 
criteria of a constant tuberculostatic level in the blood, 
and also suggests that direct bacteriostatic action cannot 
be the whole explanation. Moreover, positive visceral 
cultures were obtainable from guinea-pigs treated with 
25 to 50 mg. of the drug daily for 1 to 5 days after 
intravenous infection with 1 mg. of virulent tubercle 
bacilli; 25 mg. daily for one month after the same 
infecting dose of either virulent or avirulent human-type 
cultures did not influence the rate of disappearance of the 
organisms from the blood. A similar course of treatment 
after minimal infecting doses of virulent bacilli also failed 
to sterilize the blood and, although it retarded, it did not 
prevent an ultimate fatal issue. Further evidence that 
streptomycin acts on the development of lesions rather 
than direct on the bacteria is provided by three findings: 
first, that 25 mg. daily at different periods after intra- 
venous infection with 1 mg. of virulent bacilli produces 
the greatest effect when given from the 11th to the 15th 
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day—that is, when tubercle formation is taking place— 
and little effect when given during the first 5 days, when 
multiplication would be occurring; secondly, that 
streptomycin treatment retards the development of skin 
lesions in guinea-pigs after intracutaneous injection of 
living or killed avirulent human bacilli (thus obviating 
bacterial multiplication) as well as of living virulent 
bacilli; and, thirdly, that streptomycin has a suppressive 
effect upon the splenomegaly which normally follows 
intravenous infection with 100 mg. of living avirulent 
bacilli. Other experiments indicated that streptomycin 
does not interfere with the development of specific 
immunity or allergy in experimental tuberculosis in 
guinea-pigs. The general conclusion arrived at is that 
streptomycin probably does not act in vivo by direct 
inhibitory action on the bacilli as it does in the test-tube, 
but that some intermediate mechanism is involved. 
P. D'Arcy Hart 


909. Streptomycin Therapy in 400 Cases. 
streptomycyna 400 przypadkow gruZlicy) 

J. Mistewicz. Grudzlica [GruZlica) 17, 23-42, Jan.—June, 
1949. 


Out of over 600 cases of tuberculosis treated with 
streptomycin only 400, in which observation after 
treatment extended over 3 months, are discussed. 

Post-treatment observation was carried out by periodic 
direct examination of patients or by collecting data 
furnished by them. Since June, 1948, the following 
types of tuberculosis have been chosen for streptomycin 
therapy: (1) bronchial tuberculosis; (2) cases assigned 
for thoracoplasty or pneumothorax; (3) disseminated 
small-focus miliary pulmonary tuberculosis, mostly of 
chronic type; (4) extension of disease to the other side 
during pneumothorax treatment; (5) tuberculosis of 
kidneys and genital tract. 

Because of shortage of supply the author used strepto- 
mycin as follows. Before June, 1948 (in cases of menin- 
gitis and acute miliary disease) 1-5 to 2 g. per day was 
given in six 4-hourly doses, but after the temperature 
subsided and meningeal symptoms disappeared the 
daily dosage was reduced to 1 g. Chronic cases were 
treated by 3 g. daily doses. Since June, 1948, the daily 
dose has been lowered to 1 g., and after 10 to 15 days of 
treatment to 0-5 g., if the patient’s weight is not over 
50 to 55 kg. and his general condition satisfactory. 
Since November, 1948, only one injection per day has 
been given if the dose is 0-5 g., or two injections if the 
dose is 1 g. Before November, 1948, administration was 
withheld every 6th day, and after that date every 5th day, 
except in cases of meningitis and acute miliary tuber- 
culosis, in which the administration was continuous. 
Results were unaffected and 20% of the drug was saved. 

Till June, 1948, the antibiotic was administered daily 
for 140 to 200 days, but since then the period has been 
shortened first to 100 to 120 days, and recently to 45 to 
60 days. To prepare patients for thoracoplasty or 
pneumothorax the drug was given for 20 to 30 days 
before and after the operation. 

The author considers that with the smaller doses 
recommended by her, side-effects were less frequent and 
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less intense; ,recently no clear symptoms of toxic 
effect have beech encountered. Early in the series side. 
effects were noticed in about 12% of cases, as follows: 
(1) Measles-like rash of short duration, urticarial rash, 
and in 2 cases exfoliative dermatitis. The lesions were 
confined mostly to thorax, face, and limbs. 

appeared on the 9th day or in the third week of treatment, 
(2) Giddiness which disappeared in 2 to 4 weeks after the 
completion of treatment. In 10 cases the patients com- 
plained of numbness of lips, and burning in the face and 
calves. (3) Pain in the bones (5 cases) disappearing in 
48 hours after withholding administration of the drug. 
(4) Two cases of herpes zoster were seen (the author does 
not suggest that it was an effect of treatment). (5) 
Eosinophilia was common. (6) Nausea and vomiting 
were met with in a few cases, but always in patients with 
peritonitis, or lesions in the intestines or kidneys. 

The results of streptomycin therapy were usually seen 
very soon, and the more serious the condition of the 
patient the more obvious they were. Usually after a 
few days laryngeal pain subsided and the patient began to 
eat. In cases of meningitis, sometimes even after the 
first intrathecal injection, patients regained consciousness. 
Temperature fell often by crisis during 2 to 3 days or by 
lysis during 10 to 15 days. The feeling of ‘ returning 
health *’ was noticed by patients in the second week of 
treatment. One of the most constant symptoms of 
improvement was a feeling of hunger. Cough diminished 
rapidly. Sputum as a rule decreased in volume from 
200 to 20 ml. per day after 2 to 3 weeks of treatment. 
In many cases patients ceased to cough up any sputum at 
all. Patients with old and extensive fibrinous changes 
still coughed up 20 to 30 ml. a day; they probably hada 
bronchiectasis with non-specific or mixed infection. In 
34% of cases with previously positive sputum no tubercle 
bacilli were found after treatment. 

The time of observation after completion of treatment 
amounted to 18 months in 1 case, 6 to 12 months in 80 
cases, 3 to 5 months in 293 cases. Death during treatment 
occurred in 26 cases. 

The author concludes that in 50% of cases of pul- 
monary tuberculosis, and in about 90% of cases of 
laryngeal tuberculosis, the observed results could not 
have been achieved without the help of streptomycin. 
The improvement in cases of meningitis was striking but 
not permanent. The author concludes that clinical cure 
is most often encountered in cases of bronchial tuber- 
culosis and in cases with lesions of small nodular type; 
in cases of advanced pulmonary tuberculosis clinical cure 
is not observed, and improvement is slight and not 
permanent. J. W. Czekalowski 


910. Ninety Consecutive Cases of Pulmonary Tuber- 
culosis Treated by a Combination of Streptomycin and 
Pneumothorax 

G. A. HyMAN and S. H. HOFFMAN. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 59, 539-553, May, 
1949. 3 figs., 24 refs. 


At Fitzsimons General Hospital, Denver, Colorado, 
90 consecutive cases of pulmonary tuberculosis were 
treated between 1946 and 1948 by a combination of 
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neumothorax induction and_ streptomycin. The 
majority of the cases were in young white males. Fifty- 
four were advanced cases, 35 were far advanced, and one 
was minimal. The period of observation ranged from 
4 months to 4 years and averaged 10 months. 

Streptomycin was given intramuscularly: 49 patients 
received 1 g. per day in 2 doses for 1 to 4 months; 38 
patients received 2 g. in 5 doses for 2 to 8 months; 
3 patients received miscellaneous dosages. Pneumo- 
thorax was induced in every case, though in 16 induction 
was regarded as unsatisfactory; in 3 cases it was bi- 
jateral; several patients received in addition other 
collapse therapy. 

The series was divided into 3 groups: (1) Fifty cases 
were treated with streptomycin for at least 1 month 
before induction of pneumothorax, and for several days 
to several months after induction. In 5 cases cavities 
closed with streptomycin treatment alone; cavities 
closed in an additional 19 cases after pneumothorax 
treatment. (2) In 17 cases pneumothorax induction and 
streptomycin administration started within a few days of 
each other: in 10 cases cavities closed. (3) In 25 cases 
pneumothorax was induced more than a month before 
streptomycin administration started. In 5 cases pneu- 
mothorax alone brought about cavity closure; this 
occurred in an additional 12 cases when streptomycin was 
added. 

Of the entire series of 90 cases, the final result was 
considered good in 70 (78%). There was a definite 
correlation between the adequacy of pneumothorax and 
the final therapeutic result. Detailed clinical and 
radiological analysis of the final results in each group 
revealed no significant differences. The authors are, 
however, of the opinion that in the majority of cases the 
optimum treatment of pulmonary tuberculosis with 
cavitation consists of a course of streptomycin started 
several weeks before the induction of pneumothorax 
and continued for 1 to 2 weeks after induction. 

J. M. Alexander 


911. Streptomycin and Promizole in Miliary Tuber- 
culosis and Tuberculous Meningitis in Children 

E. M. LincoLn and T. W. Kirmse. Lancet [Lancet] 1, 
767-773, May 7, 1949. 23 refs. 


The authors, working at Bellevue Hospital, New York, 
began to use the sulphone “* promizole ” (4,2’-diamino- 
phenyl-5’-thiazolyl sulphone) in 1944 in the treatment of 
tuberculosis in children. They found that it had no 
appreciable effect on the course of tuberculous meningitis 
in 5 successive cases. Of 10 patients with miliary 
tuberculosis treated with promizole for less than a month, 
2 died within a few weeks and one was still alive 3 years 
later. Of the other 7 treated for more than a month, 
2 died within 4 months while the remaining 5 have 
survived for from 2 to 4 years, the radiological pic- 
ture of the lungs being normal by the end of the first 
year, though 2 children required surgical treatment for a 
tuberculous spinal lesion. In none of these 7 cases did 
signs of meningitis develop. 

Ten successive cases of miliary tuberculosis were 
treated with promizole by mouth 4 times daily, in suf- 


ficient dose to maintain a promizole level in the blood 
of 1 to 3 mg. per 100 ml. together with 1 g. streptomycin 
intramuscularly (0-4 g. in one case) daily for 120 days. 
There were 2 deaths, one from tuberculous meningitis; 
the remaining 8 patients remain well 4 to 21 months 
later. The rate of return of radiological appearances to 
normal was much more rapid than with promizole 
alone. There were no relapses among the two groups of 
cases of miliary tuberculosis. 

Eighteen successive cases of tuberculous meningitis 
were treated with promizole by mouth together with 
streptomycin intramuscularly and intrathecally, all in 
varying dosage. Five children died and 10 have sur- 
vived for more than 6 months. There was a striking 
absence of serious sequelae among the survivors. It is 
planned to continue promizole therapy in all survivors 
for 3 years. 

Survival rates in equivalent series treated with strepto- 
mycin alone are reviewed, and it is concluded that 
promizole is a valuable addition to streptomycin in the 
treatment of miliary tuberculosis and _ tuberculous 
meningitis in childhood. J. M. Alexander 


912. para-Aminosalicylic Acid (P.A.S.) in Pulmonary 
Tuberculosis 

M. M. NaGtiey and M. H. Locc. Lancet [Lancet] 1, 
913-916, May 28, 1949. 48 refs. 


This is a sequel to an earlier paper by Dempsey and 
Logg (Lancet, 1947, 2, 871) and deals with results in 37 
patients treated with p-aminosalicylic acid at Grove 
Park Hospital, London, since April, 1947. The authors 
review the history of the drug and of its use since it was 
synthesized in 1902 and brought into prominence by 
Lehmann in 1946. After using a suspension of crude 
acid, the authors are now employing the sodium salt 
almost entirely; it is given by mouth in doses of 3 to 5 g. 
to a total of 20 to 30 g. in the 24 hours. Levels of 
11 to 17 mg. per 100 ml. were obtained in the blood. 
The 37 patients treated with the drug include those 
treated since April, 1947, and some treated since August, 
1948. [It is not clear for how long individual patients or 
groups of patients have received p-aminosalicylic acid.] 
In all cases sputum was positive and the condition 
progressive during a previous 2-to-6 month period, and 
the condition was of acute exudative type, either recently 
developed or having spread from more chronic 
disease. Lesions were usually bilateral. 

Treatment had an early effect on the general condition 
of the patients—rapid reduction in fever in 31, diminu- 
tion in amount of sputum in 35, and diminution in 
cough in all. There was also a reduction in erythrocyte 
sedimentation rate in a number of cases, most marked in 
6 out of 7 very ill patients. General well-being was 
usually markedly improved. Sputum remained positive 
in 30 cases, but in 17 of these the bacilli became granular, 
beaded, and occasionally striate. Radiologically, 7 
showed marked, 17 moderate, and 9 slight improvement, 
with acute lesions less confluent and ‘“‘a tendency to 
fibrotic proliferative nodulation ’’. The appearance was 
one of general “ cooling-off”’. There were some side 
effects, notably gastro-intestinal disturbance, but in 
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only 1 case was it necessary to withdraw the drug 
permanently. 

The authors discuss the mode of action of p-amino- 
salicylic acid, and emphasize that it should be given in 
order to achieve a definite aim, for example, to make the 
patient fit for collapse therapy. It should not replace 
streptomycin in suitable cases. J. V. Hurford 


913. para-Aminosalicylic Acid. A Clinical Trial in 
10 Patients with Pulmonary Tuberculosis 
F. E. Joutes and E. Nassau. Tubercle [Tubercle, 
Lond.} 30, 98-102, May, 1949. 9 refs. 


In view of the favourable results of the use of para- 
aminosalicylic acid (PAS) in experimental tuberculosis 
and optimistic reports of clinical trials in human tuber- 
culosis the authors present a short series of 10 cases of 
acute, extensive, bilateral disease of the broncho- 
pneumonic type which were treated with this drug over a 
period of 3 months at Harefield Hospital, Middlesex. 
The patients were in a highly toxic condition and 
unsuitable for collapse therapy; all had been under 
observation and in bed for a sufficient length of time for 
the authors to judge with some degree of accuracy the 
likely course that the disease would have taken with- 
out further treatment. In their selection the following 
’ criteria were laid down: (1) extensive bilateral disease of 
a progressive nature in patients between 20 and 30 years 
of age; (2) the existence of toxic manifestations such as 
pyrexia or a high erythrocyte sedimentation rate (E.S.R); 
(3) the presence of tubercle bacilli in the sputum on 
direct film examination or on culture; (4) an observa- 
tion period of at least 3 months. Of the 8 male and 2 
female patients selected, all fufilled these criteria except 
one man whose age was 35. Only one had an evening 
temperature of over 100° F. (37°8°C.), but this was 
accounted for by the prolonged initial period of rest in 
bed. In 2 cases the E.S.R. was between 10 and 20 
mm. per hour; in the rest it ranged from 20 to over 
50. In 5 cases a pneumoperitoneum had already been 
induced and was maintained, but in none of these 
patients had it had any observable beneficial effect. 

The dosage of PAS for the first 48 days of treatment 
was at first 5 g. given 6-hourly 7 days a week, that is, 
a daily dose of 20 g. Later, the dose was altered and a 
rather more elaborate time spacing introduced which 
resulted in a daily dosage of 30 g. for the first 2 days 
and 20 g. on subsequent days, the drug being omitted 
altogether on Sundays. It was administered in a 10% 
solution with various flavouring agents and each dose 
was followed by the ingestion of at least 10 oz. (284 ml.) 
of water. Weekly examinations of sputum by direct 
smear and culture were made, the E.S.R. was estimated 
monthly, and the blood level of PAS was measured in all 
cases at least twice during the course of treatment. The 
highest level of PAS attained in the blood one hour after 
the administration of 5 g. was, on the average, 8 or 9 mg. 
per 100 ml., but the method used was found not to be 
very accurate. All patients complained of the dis- 
agreeable taste of the drug (which was difficult to dis- 
guise) and had some gastro-intestinal upset with nausea, 
vomiting, and relaxed stools. Alkaline mixtures admini- 


stered beforehand failed to eliminate these unpleasant 
symptoms. One instance of morbilliform rash occurred, 
No drug resistance was noted. 

In 2 cases the sputum became negative and there was 
abatement of symptoms, reduction of E.S.R., and increase 
in weight in some of the patients. Generally speaking, 
it was considered that there had been clinical and radio. 
logical improvement in almost 50% of cases; this was in 
marked contrast to the steady deterioration which had 
taken place in all of them before the administration of the 
drug. But the changes were not dramatic and in no case 
did radiological improvement amount to complete 
clearing of soft infiltration. In the authors’ view all 
that could be claimed was that PAS was bacteriostatic, 
since pyrexia and toxic symptoms recurred and E.S.R. 
increased when administration of the drug was 
stopped. It might be objected that the dosage was 
inadequate, but it appeared unlikely that higher doses 
would have been tolerated. In spite of the relatively 
disappointing results, however, it is believed that further 
investigation of the therapeutic value of the drug would 
be justified, especially if some better method of admini- 
stration could be found. S. Roodhouse Gloyne 


914. Apical Tuberculosis and Primary Foci as _ the 
Starting-point of Pulmonary Tuberculosis. (Die Lungen- 
spitzentuberkulose und die tuberkulésen Frihherde als 
Ausgangspunkte der Lungenphthise) 

E. ZDANSKY. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.] 61, 305-307, May 20, 1949. 


The author tries to re-define the modern concept of 
the “early focus”’ in progressive cavitary pulmonary 
tuberculosis in adults. He distinguishes 4 different 
early lesions, either of which he considers to be an 
early manifestation of pulmonary tuberculosis and which 
he classifies as “early foci’’: (1) Assmann’s focus, a 
usually well-defined, round infiltration, mostly infra- 
clavicular but occasionally apical, without demonstrable 
hilar enlargement. (2) The fluffy, less well-defined, 
infraclavicular “* early infiltration’? of Redeker, some- 
times accompanied by hilar enlargement. (1) and (2) 
are often difficult to distinguish from one another, since 
either of these lesions may originate from, or develop 
into, the other. Both of these “ early foci ’’ are typical 
re-infection lesions due to either exogenous superinfec- 
tion, or re-activation of, and bronchogenic spread from, 
an old apical lesion (Loeschke), or they may result from 
haematogenous spread. The “early infiltration” repre- 
sents either a perifocal reaction of an old dormant lesion 
to exogenous superinfection, or—as Redeker postulates 
—a perifocal inflammatory infiltration after fresh 
exogenous seeding. (3) The centrally situated “early 
focus’; this is often a conical, segmental, perihilar and 
parahilar infiltration. These lesions are usually atelec- 
tatic-pneumonic, simulating the childhood type of adult 
tuberculosis of acute, pyrexial character. The author 
interprets these lesions, which may either clear up or 
leave a residual induration or a post-atelectatic bronchiec- 
tasis, or lead to progressive pulmonary tuberculosis, as 
the early form of pulmonary tuberculosis which originates 
from endobronchial tuberculosis. (4) Truly apical 
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foci, solitary or multiple. In this category are included 
Malmros and Hedval’s “subprimary initial foci”’, 
which correspond to Simon’s post-primary foci in 
children. Both these lesions are due to early haemato- 
genous [“ secondary ”’] dissemination from a primary 
focus. 

[The inclusion of the perihilar infiltration and of 
“subprimary haematogenous dissemination in the 
category of “early foci” of progressive adult pul- 
monary tuberculosis is confusing. The paper is mainly 
a radiologist’s confirmation of the present concept that 
pulmonary tuberculosis may start from an apical as well 
as from an infraclavicular “* early focus ’’.] 

E. G. W. Hoffstaedt 


915. The Thyroid in Tuberculosis. (Die Schilddriise 
jm Rahmen der Tuberkulose) 
G. W. Parape. Tuberkulosearzt (Tuberkulosearzt] 37, 
307-315, June, 1949. 20 refs. 


916. Tuberculosis of the Endometrium. Typical and 
Atypical Histological Appearances. (Tuberculose de 
lendométre. A propos des aspects histologiques 
typiques et atypiques (14 cas) ) 

J. Bret, B. DUPERRAT, and J. TRoNc. Semaine des Hépi- 
taux de Paris [Sem. Hép. Paris| 25, 1893-1902, June 14, 
1949. 8 figs., 17 refs. 


See also Sections Hygiene and Public Health, Abstracts 
499-501: Pharmacology and Therapeutics, Abstracts 
554-5; Respiratory Disorders, Abstract 751. 
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917. Stages in the Development of Collective Immunity 
in Malaria 

N. H. SWELLENGREBEL. Documenta Neerlandica et 
Indonesica de Morbis Tropicis {[Docum. neer. indon. 
Morb. trop.] 1, 165-174, June, 1949. 10 figs., 9 refs. 


The term “collective immunity” refers to the im- 
munity that develops in a population exposed almost 
continuously throughout life to malarial infection. It is 
assumed that the average spleen and parasite rates 
observed in age groups taken together represent the 
average course of development of immunity in the people 
during their lifetime. The strength of immunity, as 
indicated by these rates and by observations on the 
crescents and the relative incidence of the species of 
malarial parasites, varies in different places, and these 
may be arranged to form an ascending scale of stages 
in the development of collective immunity. 

Schiiffner, N. S. Swellengrebel, Annecke, and de 
Meillon (Zb/. Bakt., 1. Abt. Orig., 1932, 125, 1) con- 
cluded, from a comparison of signs of immunity in 
populations of Sumatra and Java with those found in 
African negro populations, that the differences observed 
were racial. N. H. and J. M. H. Swellengrebel (Ned. 
Tijdschr. Geneesk., 1948, 92, 3498), however, found 
parasite rates in Papuans living in highly endemic 
parts of North-Western New Guinea similar to those in 
South African Bantu tribes and African negroes in 


Surinam,. Dutch Guiana; they concluded that the 
opinion of Wilson and Wilson (TJrans. R. Soc. trop. 
Med. Hyg., 1937, 30, 431) that these differences between 
Indonesians and Africans were not racial but due to 
external circumstances had much in its favour. 

In the present paper the author reviews the observa- 
tions made in Indonesia, South Africa, and Surinam 
and compares them with those of the Wilsons in East 
Africa and India. He concludes that there is no reason 
why Western Indonesians, if sufficiently exposed to 
infection, should not reach the highest stage of collective 
immunity seen in some groups of Papuans, nor why 
Papuans should not reach the highest African stage. At 
present, however, this is not the case so far as is known, 
and the view of Schiiffner e¢ a/. that the ability to reach the 
highest stage is a hereditary character has still to be 
disproved. In Surinam a deterioration within 4 months 
from a fully immune status raised doubts as to the 
stability of collective immunity in malaria. The effect of 
exposure to foreign strains of parasites is touched upon 
in the case of adults of Surinam. 

[The original papers referred to by the author should 
be read by those interested in this complex subject.] 

J. F. Corson 


918. Extract of the Wings of the Philippine Butterfly, 
Terias hecabe Linnaeus, a New Antibiotic for Malaria 

E. Y. Garcia. Journal of the Philippine Medical 
Association [J. Philippine med. Ass.] 25, 279-290, June, 
1949. 5 figs., 5 refs. 


An extract of the wings of the butterfly Terias hecabe 
is prepared by boiling in normal saline solution (2 pairs of 
wings to 5 ml.): a yellow, slightly fluorescent solution of 
pterin results. This solution is said to produce very 
rapid clotting. It is claimed that on injection into 
patients suffering from malaria this pterin solution 
causes rapid disappearance of the asexual forms of 
Plasmodium falciparum, P. vivax, and P. malariae. The 
effects are most marked in falciparum malaria. It is 
suggested that the pterin combines with p-aminobenzoic 
acid to form with glutamic acid pteroylglutamic acid; 
the malarial parasites are thus deprived of p-amino- 
benzoic acid. G. M. Findlay 


919. Mass Suppression with Chloroquine; Chloro- 
quine and Pentaquine; and Neo-premaline 

R. B. Wattace. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.| 52, 93-106, May, 1949. 
6 figs., 3 refs. 


The area concerned in this report is a rubber estate 
of over 10,000 acres (4,047 hectares). The malaria 
vector is Anopheles maculatus. Before the war anti- 
larval measures were used as a routine in malaria 
prophylaxis; in 1927 quinine was used in addition, with 
equivocal results. In 1932 mepacrine was introduced, 
the success being such that in this area, where the vector 
is prolific, it proved cheaper and more effective than anti- 
larval measures. In the present series of experiments, 
the Indian population was used for suppressive treatment 
because they were more reliable than the other labour 
groups, which were used as controls. The Indian 
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population was divided at random into two groups, 
one receiving the suppressive drug and the other a 
placebo. 

The malarial wave in 1948 started early, but was not so 
intense as in many previous years. Nevertheless, 
sufficient data were collected to give fairly conclusive 
results. Three types of suppressive treatment were 
used, namely, by “ chloroquine *’ alone, by chloroquine 
and “ pentaquine ’’, and by “ neo-premaline ’’ (contain- 
ing chloroquine, rhodoquine, and pamaquin). Chloro- 
quine diphosphate was given in a weekly dose of from 
ie tablet for children of six months and under up to two 
tablets for children of 14 years and for adults. Each 
tablet contained 0:25 g. diphosphate (0-15 g. base). 
The tablets of chloroquine plus pentaquine contained the 
equivalent of 0-15 g. and 0-015 g. of base respectively. 
The dose given in terms of tablets was the same as for 
chloroquine alone. Neo-premaline was given in the 
same dosage. The tablets contained the equivalent of 
chloroquine base, 0-15 g.; pamaquin base, 0-0075 g.; 
and rhodoquine base 0-0075 g. No toxic effects were 
noted, with the possible exception of one case in which 
there was vomiting when the patient first received 
chloroquine plus pentaquine. 

The results are given in tables showing malaria, 
spleen, and parasite rates. All three regimens had a 
marked beneficial effect. The malaria rate dropped to 
zero except in the group given neo-premaline, in which 
one case only occurred. [The author’s conclusion that 
** the results were impressive and justify a further trial ’’ 
is well borne out. The paper should be read in the 
original by those concerned in antimalarial work,] 

W. H. Horner Andrews 


920. Drug-resistance Shown by Trypanosomes Follow- 
ing ‘ Antrycide ’ Treatment 

S. G. Witson. Nature (Nature, Lond.| 163, 873-874, 
June 4, 1949. 2 refs. 


921. A Preliminary Report of the Successful Treat- 
ment of Amebiasis with Aureomycin 

L. V. McVay, R. L. Larrp, and D. H. Sprunt. Science 
[Science] 109, 590-591, June 10, 1949. 2 refs. 


In spite of all the recent work on amoebicidal drugs, the 
present therapy of amoebiasis leaves much to be desired. 
In this paper the authors present a preliminary report on 
the successful treatment of a small series of cases with 
aureomycin, 3 cases being described in detail. Tropho- 
zoite and cystic forms were identified in all cases before 
treatment. In the first case the stool became negative 
and symptoms disappeared after 7 g. of aureomycin 
had been given orally over a period of 3 days. A blood 
concentration of 8 yg. of aureomycin per 100 ml. was 
attained. The drug was continued until a total of 19 g. 
had been given and 6 negative stools obtained. In the 
second phase, negative stools were reported after 6°75 g. 
of aureomycin had been given over a period of 3 days. 
A total of 21:75 g. was given to complete the treatment 
and the patient is reported to have remained free from 
symptoms and with negative stools for 3 weeks after 
cessation of treatment. In the third case, the stools 


were negative after 15 g. of aureomycin. A total of 
22-7 g. was given and 7 negative stools reported since 
the treatment ended. The authors also report on 
investigations in vitro with amoebae isolated from these 
patients. Most of the amoebae were killed after 
exposure of the cultures to concentrations of 0-2 to 0-4 
mg. of aureomycin per ml. for 18 hours, and all after 
48 hours. All were killed after exposure to concentra. 
tions of 0-8 mg. per ml. or higher for 6 hours. The 
authors consider that, with the blood levels attained jn 
their cases, aureomycin should also prove effective in 
extra-intestinal amoebic infections such as hepatitis and 
liver abscess. In conclusion they mention that 11 further 
cases have been successfully treated with aureomycin, 
William Hughes 


See also Abstracts of World Surgery, Obstetrics and 
Gynaecology, 1950, 7, 66. 


922. Experimental Toxoplasmosis. II. Effect of Sulfa- 

oo and Antiserum on Congenital Toxoplasmosis in 
ce 

H. EICHENWALD. Proceedings of the Society for Experi- 

mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y. 

71, 45-49, May, 1949. 14 refs. 


The embryos of pregnant mice were injected with 
0-02 ml. of 1 in 100 dilution of peritoneal exudate from 
mice infected with toxoplasmosis. The majority showed 
active infection at birth and 160 mice infected in this way 
were divided into 4 groups of 40 and placed in cages with 
healthy lactating foster mothers. The treatment of three 
groups was as follows: (A) Sodium sulphadiazine, 
0-5 mg. per g. body weight daily for 8 days. (B) Anti- 
serum (obtained by injection of increasing doses of 
Toxoplasma F strain into mice), 0-02 ml. daily for 3 days. 
(C) Sodium sulphadiazine, 0-5 mg. per g. plus antiserum 
0-02 ml. per day for 8 days. Control animals formed 
group (D). 

In group (A) 45% survived, in group (B) 30%, in 
(C) 88%, and in (D) 13%. Of the survivors in group 
(A) 67% became chronic carriers, as did 83°% in group 
(B), 46% in group (C), and 60% in group (D). A 
combination of sulphadiazine and serum thus appeared 
the most effective method of treatment. In a similar 
experiment carried out on the embryos of previously- 
immunized mice, the maternal antibodies failed to protect 
the foetuses. Promizole”’ and “ diasone’’ had no 
beneficial action. J. L. Markson 


HELMINTH INFECTIONS 


923. The Kinetics of the Penetration’ of Some Repre- 
sentative Anthelmintics and Related Compounds into 
Ascaris lumbricoides var. suis 

A. R. Trim. Parasitology [Parasitology| 39, 281-290, 
Feb., 1949. 9 figs., 19 refs. 


The toxicity of many substances to Ascaris mainly 
depends upon their rate of penetration through the 
cuticle, and a study of this rate assists in the prediction of 
their anthelmintic value. The rate of penetration of 
some representative drugs was measured and factors 
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influencing this process were determined. It is consi- 
dered probable that the partitioning processes involved 
in the penetration of organic substances are: (1) Traube 
capillary effects; (2) interfacial diffusion; (3) lipid/ 
water partition. A series of 4-n-alkyl resorcinols showed 
a typical homologous series effect. L-Nicotine was 
relatively slow in penetration. Its rate of penetration is 
influenced by the dissociation of its methyl pyrrolidine 
group, and is greatly increased in the presence of some 
surface-active agents. Of the drugs tested, chloroform 
penetrated most rapidly, and the rate was not materially 
affected by the presence of proteins, fats, and carbo- 
hydrates or the products of their digestion. It is believed 
that the outermost layer of Ascaris cuticle acts as if it 
were a thin homogenous layer of lipid and is poamanly 
the main barrier to penetration. 

It is coricluded that a study of anthelmintics by this 
technique tends to over-simplify the problem of assessing 
their efficiency but that it may be of considerable value 
in the study of the fat-soluble molecules most frequently 
used against roundworms. The study of the cuticle of 
Ascaris and other roundworms may open the way for 
more efficient anthelmintic treatment. 

O. D. Standen 


924. A Voluntary Infection with Schistosoma haem- 
atobium 

C. H. BARLOw and H. E. MELENEY. American Journal 
of Tropical Medicine [Amer. J. trop. Med.] 29, 79-87, 
Jan., 1949. 3 figs., 7 refs. 


This is the first published report of a voluntary human 
infection with Schistosoma haematobium. The senior 
author first applied 8 Schistosoma cercariae from Bulinus 
truncatus to the left forearm; the next day 8 more cer- 
cariae from the same snails were applied to the umbilical 
region. A fortnight later many cercariae from 6 snails 
were applied to the right side of the umbilicus and 147 
small red papules had developed at the site of application 
by the following day. A week later cercariae from 16 
snails were applied to the left side of the umbilicus, 61 
papules appearing the following day. It was considered 
that a minimum of 224 cercariae penetrated the skin on 
these four occasions. 

No symptoms occurred until 76 days after the third 
exposure, when the temperature rose in late evening, 
falling to below 37° C. by the morning with slight sweat- 
ing. Slight fever continued daily for several weeks. Ova 
were found in the urine for the first time on the 106th 
day but on the 77th day spermatozoa were found in the 
urine and examination of the seminal fluid revealed 67 
ova of S. haematobium. On the 78th day ova were found 
in the stool. On the 139th day a small itching nodule 
was found on the scrotum and the bloody serous dis- 
charge from this contained ova of S. haematobium. 
On the 149th day a nodule excised from the groin was 
found to contain eggs and a pair of adult worms were 
found in the excision wound. From 34 months onwards 
eggs appeared in increasing numbers in the seminal fluid, 
urine, and faeces. The egg count reached its peak in 
seminal fluid at the 6th month, in faeces at the end of the 
10th month, and in urine (22,000 to 30,000 per day) at 


8 to 9 months. By the 7th month physical symptoms 
became severe, with the temperature rising at night to a 
peak of 39-8°C. and falling to normal in the early 
morning with drenching sweats. There was general 
weakness and prostration. Blood and mucus appeared 
in the urine and frequency of urination was associated 
with tenesmus of the bladder and anus. By the end of 
the 7th month the acute phase of infection passed and 
the chronic stage was reached. The urine continued to 
contain up to 30,000 ova per day but much less blood and 
mucus appeared in the stool. The number of eggs in the 
seminal fluid was greatly reduced. The temperature 
never rose above 37-6 C. and the patient resumed con- 
siderable activity. Eosinophilia ranged from 6 to 16°% 
of the total leucocyte count. 

Intensive intramuscular treatment with fouadin 
(stibophen) was started 10 months after infection. In 
all, 47-5 ml. of 6:3°%% solution was administered in 8 days. 
This caused a slight rise in temperature, with nausea on 
the last day, and a persistent asthmatic cough accom- 
panied treatment. By the 5th day of treatment only 307 
eggs were recovered from the urine and these failed to 
hatch. About 6 weeks after completion of treatment 
viable eggs were again found in the urine and intra- 
muscular treatment with fouadin was repeated, 67 ml. 
of 6:3% solution being given over a period of 19 days. 
Treatment was again accompanied by rise in temperature 
and asthmatic cough. Eggs disappeared entirely from 
semen, urine, and stools, but 3 months after completion 
of the second course of treatment relapse occurred and 
viable ova continued to appear during the next 2 months, 
Treatment with potassium antimony tartrate, given intra- 
venously, was then started with a total dose of 1:5 g. 
over a period of 24 days. Severe side-effects accom- 
panied treatment but no viable eggs were passed after the 
13th day. A urinary infection with colon and paracolon 
bacilli was cleared up with sulphadiazine. Evidence of 
coronary sclerosis became apparent and hearing was 
impaired. Later the prostate gland became enlarged 
and prostatectomy was performed. No S. haematobium 
ova were found in the gland, which showed benign 
hypertrophy. 

The following noteworthy features of this case are 
pointed out: (1) the observation (the first recorded) of 
Schistosoma eggs in the seminal fluid; (2) the recovery of 
ova from scrotal skin and skin of the groin; (3) the 
failure of two courses of fouadin to eradicate the disease; 
and (4) hypertrophy of the prostate after parasitological 
cure with potassium antimony tartrate. 

O. D. Standen 


925. Comparison of Several Antimonials in the Treat- 
ment of Experimental Schistosomiasis Mansoni in Mice 
M. ScHuBERT, E. GOLDBERG, and F. G. SCHREIBER. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 29, 115-127, Jan., 1949. 3 refs. 


An attempt was made to determine the therapeutic 
indices of some antimonials used in the treatment of 
experimental infections with Schistosoma mansoni in 
mice, the therapeutic index being defined as the ratio of 
the LD 50 to the CD 50. Difficulty was experienced 
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in assessing the LD 50 because, when infected mice were 
used to determine toxicity, the death rate due to the 
drug was masked by that due to the disease itself; 
40% of the mice set aside for screening at 8 weeks were 
dead at 4 weeks. Methods of infecting mice and of 
screening of drugs have been reported by Schubert in 
previous publications. (Amer. J. Med. 1948, 28, 121 and 
137). Of ten drugs studied it was found that sodium 
antimony tartrate, urea stibamine, and “‘ neostam ” 
(stibamine glucoside) had therapeutic indices well below 
1; fouadin (stibophen) and antimony trithiosorbitol 
had indices of about 1. Three antimony trithiomer- 
captides showed considerable activity and had thera- 
peutic indices of 2 or 3. It is emphasized that the results 
obtained apply only to S. mansoni in mice. 
O. D. Standen 


926. Immunological Studies in Mice Infected with the 
Larvae of Ascaris lumbricoides. 1. Criteria of Immunity 
and Immunizing Effect of Isolated Worm Tissues 

J. F. A. SpReNtT and H. H. CHEN. Journal of Infectious 
Diseases [J. infect. Dis.] 84, 111-124, March-April, 
1949. 13 figs., 26 refs. 


Mice were subjected to passive and active immuniza- 
tion with different tissues of Ascaris lumbricoides, and the 
effect of this upon resistance was measured by migration 
of larvae in normal, reinfected, and artificially immunized 
mice. The criteria used to detect immunity were the 
“liver ratio ’’—that is, the number of larvae in the liver 
divided by the number in the liver and lungs; the histo- 
logical reaction to the presence of larvae in these tissues; 
and measurement of larvae in both liver and lungs. In 
normal mice the larvae migrated from the liver to the 
lungs between the Sth and 8th days, but in reinfected 
mice the liver ratio remained high for 8 days, the larvae 
were small, and cellular encapsulation by inflammatory 
cells frequently occurred. Artificial immunization with 
whole worm or isolated worm tissues produced no 
immunological reaction, and inconclusive results were 
obtained when using metabolic products of the worm. 
It is concluded that, when results were assessed by the 
criteria devised, these antigenic substances produced no 
demonstrable immunity to infection. O. D. Standen 


927. Treatment of Bancroftian Filariasis with Hetrazan 
in British Guiana 

M. Kenney and R. Hewitt. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 29, 89-114, Jan., 
1949. 18 refs. 


Encouraging results emerged from the trial of 
hetrazan ” (1-diethylcarbamy]-4-methylpiperazine 
hydrochloride) in the treatment of 296 cases of Ban- 
croftian filariasis in British Guiana. Follow-up observa- 
tions will be required over a considerable period, although 
the condition of many of the patients 4 months after 
cessation of treatment leaves little doubt of the effective- 
ness of the drug against microfilariae and macrofilariae. 
In a very few cases symptoms recurred 4 months after 
treatment, indicating that some of the worms had sur- 
vived. With doses between 0-5 and 2 mg. per kg. body 
weight the clearance rate of microfilariae from peri- 


pheral blood could be predicted, but doses of 0-2 mg. 
per kg. give less predictable results. Also in patients with 
high initial counts (more than 100 microfilariae per 
c.mm. of blood) clearance was less likely to be 100%, 
on the second day. However, in very few cases were these 
microfilariae in the blood one week after the start 
of treatment. Because of the rapidity of clearance of 
microfilariae it is believed that the drug acts directly upon 
them but systemic reactions, presumably due to the death 
of adult worms, frequently do not occur until treatment 
has progressed for some weeks. 

Duration of treatment varied from 21 to 28 days in the 
majority of cases, with a lesser period in a few instances, 
The dosage ranged from 0-2 to 2 mg. of hetrazan per kg, 
three times daily. With the higher doses microfilariae 
were absent after one week and remained absent for the 
follow-up period of 4 months. With a dosage of 0-2 mg, 
per kg. three times daily, microfilariae occasionally 
reappeared in small numbers at varying times after 
treatment had stopped. Reactions to the drug itself 
were of short duration, mild in character, and patients 
not sensitized to filarial protein rarely suffered from 
reactions of any sort. Even in old chronic cases of 
filariasis recession of swellings followed treatment and in 
many cases was complete. Systemic reactions in clinical 
cases of filariasis during treatment with hetrazan resemble 
the filarial symptoms which occur in untreated patients 
but with varying degrees of severity in different cases, 
Only in a few cases was it necessary to discontinue the 
treatment temporarily or to hospitalize the patient. Itis 
pointed out, however, that the possibility of severe 
allergic reactions should be considered and that indi- 
viduals with a history of severe filarial attacks should 
be started with a small dose. The duration of treatment 
cannot be based upon the rate of disappearance of 
microfilariae, but the optimum period can be roughly 
assessed by the time of appearance and disappearance 
of allergic symptoms. For maximum curative effect it is 
suggested that treatment be continued for at least 3 weeks 
after the disappearance of the last systemic reactions. 

O. D. Standen 


See also Section Pharmacology and Therapeutics, 
Abstracts 592-3. 
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928. Massive Salicylate Therapy in Rheumatic Fever 
G. WATKINSON. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 8, 120-124, June, 1949. 4 figs. 
20 refs. 


The author records the effects of oral salicylate therapy 
in a series of 75 recruits at three R.A.F. Reception 
Centres between April, 1947, and July, 1948. A previous 
history of acute rheumatism was obtained in 18-8%. 

Patients were divided into three groups: (1) 25 
patients, 14 of whom received no salicylates; 11 received 
up to 100 gr. (6°5 g.) daily; (2) 29 patients receiving 
200 gr. (13 g.) daily; in addition 10 received 100 gr. 
(6-5 g.) of sodium bicarbonate daily; (3) 21 patients in 
whom a salicylate level of 30 mg. per 100 ml. was main- 
tained in the blood by oral dosage varying from 120 to 
600 gr. (7-8 to 39 g.) daily. 
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In group | fever persisted for 22-7 days, in group 2 for 
5-1 days, and in group 3 for 1-9 days. Arthralgia was 
nt for 22:7 days in group 1, 61 in group 
2, and 1°9 days in group 3. The average erythro- 
sedimentation rate (Westergren) before therapy 
was 69:1 mm. in group | cases, 45-7 mm. in group 2 
cases, and 73-1 mm. in group 3 cases. The average time 
taken for the erythrocyte sedimentation rate to return 
to norma! levels was 73-6, 27, and 16-6 days respectively 
for the three groups. The author is not able satis- 
factorily,to assess the effect of treatment on carditis 
because of the insufficient duration of follow-up, but 
considers that salicylate therapy should be begun early 
in the disease, and describes one case demonstrating its 
beneficial effects on pericarditis. Toxic effects appeared 
to be minimal; 10 mg. of vitamin K was given daily to 
all patients on massive doses and no case of spontaneous 
haemorrhage is reported. R. H. J. Fanthorpe 


929. Induction of Cardiac Lesions, Closely Resembling 
Those of Rheuntatic Fever, in Rabbits Following Repeated 
Skin Infections with Group A Streptococci . 

G. E. Murpuy and H. F. Swirt. Journal of Experi- 
mental Medicine [J. exp. Med.{ 89, 687-698, June, 1949. 
12 figs., 16 refs. 


New Zealand red or hare-brown rabbits bred in the 
Rockefeller Institute were used in these tests. The group 
A streptococci employed all appeared as matt or mucoid 
colonies after 18 to 24 hours on moist rabbit-blood agar, 
and produced type-specific M protein in Todd—Hewitt 
broth made with “ neopeptone’’. These broth cultures 
were serially diluted in tenfold steps, a 0-1 ml. inoculum 
containing between 10-* and 10-? ml. of the original 
culture. This was injected into a closely clipped fresh 
area of skin of the animal. After 2 to 10 injections over 
3 to 20 months some rabbits sickened and showed some 
of the following signs: rise in erythrocyte sedimentation 
rate for 1 to 2 weeks, leucocytosis, anorexia, loss of 
weight, post-exertional dyspnoea, pulmonary rales, and 
cardiac arrhythmia. A few rabbits died during the 
illness or soon afterwards, and many of these showed 
bacteriaemia. All the controls survived. 

In the hearts of animals who died or were killed during 
illness, there were focal alterations in the connective tissue 
of the organ and of blood vessels. Many collagen fibres 
in these sites were swollen and the response to staining 
techniques varied. There were also areas of “* fibrinoid ” 
collagen, and among these- were irregular multinucleate 
giant cells with indefinite outlines and finely granular 
cytoplasm and long streamer-like pseudopodial processes. 
These cells occurred in great profusion in the mitral and 
aortic sulci and in the endocardium. Cells of the 
Anitschkow monocyte type were also sometimes present 
with occasional small round cells and polymorpho- 
nuclears. In the heart these granulomata occurred most 
frequently in the endocardium and subendocardium, and 
in the adventitia and para-adventitia of blood vessels. 
Interstitial valvulitis was seen along the lines of closure 
and on both surfaces and also in the sulci and on the 
chordae tendinae. Up to 2 weeks after the final infec- 
tion there were sometimes cellular necroses, with forma- 


tion of material histologically resembling fibrin. In 
the myocardium a few lesions coalesced, sometimes in 
muscle bundles, causing considerable damage to that 
tissue and its replacement by fibrocytes. There was often 
marked intimal hyperplasia and elastification of the 
smaller branches of the coronary arteries; the larger ones 
sometimes showed musculo-elastic hyperplasia. There 
were no periarteritis-like lesions, though verrucous and 
polypoid nodules were sometimes found. No bacteria 
or inclusion bodies were ever seen in the lesions 
described. 

Controls were examined in large numbers, but no | 
significant lesions were found. It would appear that 
repeated injections are required to produce the lesions 
described; furthermore, they only occurred in a few of 
the rabbits used in the experiment. Peter Harvey 


930. Rheumatic Fever in the War and Post-war Periods. 
(PesMaTH3M B rombl OTEYECTBEHHOH B MOCHe- 
NMepHon) 

M. G. BoGDATYAN. KauHuyeckan Menuunua [Klin. 
Med., Mosk.] 27, No. 6, 45-55, June, 1949. 


This is a study of 109 cases of subacute bacterial 
endocarditis, 130 cases of recurrent rheumatic endo- 
carditis, and 139 cases of heart lesions observed between 
1940 and 1946; all cases came to necropsy during that 
period. The findings may be thus summarized: (1) 
Rheumatic polyarthritis diminished in frequency during 
the years 1942 to 1945, then the incidence tended to rise. 
(2) Rheumatic carditis followed this trend to a slighter 
degree. (3) The incidence of “cardiac and arthritic 
rheumatism” fell in 1941 and continued to be low 
throughout the period. It is noted that during the 
revolution the incidence of arthritic rheumatism fell to 
a tenth of the figure in 1910, and the author associates 
this and the present fall with an insufficiency of diet, 
which in his opinion diminishes the incidence of articular 
rheumatism. 

(4) In contrast with the above, there was an increase in 
the incidence of subacute bacterial endocarditis from 
1943 onwards, so that the numbers of cases have exceeded 
those of recurrent rheumatic carditis in the last three 
years. (5) In the group of bacterial infections, mitral 
and aortic lesions predominate, forming 33% of the 
whole. In rheumatic infections, the same lesions also 
predominate, forming 34-6% of all lesions. Mitral 
lesions come next, with 25-7% and 30% respectively in 
the two groups. Aortic lesions form 17:-4% of those in 
bacterial infections, but only 10% of those in rheumatic 
infections. 

(6) Infarcts in various organs occurred in most of the 
cases of bacterial infection (in from 86-6% to 100% in the 
separate years, and in 92-:7% of the whole); they were 
also present in no less than 63% of the cases of rheumatic 
origin, and in 48-9% of the cases without active rheuma- 
tism. Of all the 378 cases, 30-4% showed infarcts in the 
lungs, 21:4% in the spleen, 25-6% in the kidneys, 15-3% 
in the brain, 4:7% in the heart, and 36-2% in various 
organs, including the peripheral vessels. 

L. Firman-Edwards 


History of Medicine 


931. Population and Polygamy in Eighteenth-century 
Thought 

A. O. ALpripGe. Journal of the History of Medicine 
[J. Hist. Med.} 4, 129-148, Spring, 1949. Bibliography. 


932. The Earliest Printed References in Newspapers and 
Journals to the First Public Demonstration of Ether 
Anesthesia in 1846 

H.R. Viets. Journal of the History of Medicine |J. Hist. 
Med.) 4, 149-169, Spring, 1949. 19 refs. 


933. Daviel on the ‘“ Noli-me tangere’’: A _ Lost 
Chapter in the History of Cutaneous Cancer of the Face 
W. L. MARMELZAT. Journal of the History of Medicine 
[J. Hist. Med.] 4, 188-195, Spring, 1949. 3 refs. 


934. Guaiacum, the Holy Wood from the New World 
R. S. MunGer. Journal of the History of Medicine 
[J. Hist. Med.] 4, 196-229, Spring, 1949. 1 fig., biblio- 
graphy. 

935. Enlightened Eighteenth Century Views of the 
Alcohol Problem 

J. HirsH. Journal of the History of Medicine [J. Hist. 
Med.) 4, 230-236, Spring, 1949. 


936. Historical and Biographical Notes on the Medical 
School of Bologna. (Note storiche e biografiche su 
Bologna e il suo studio) 

A. Corti. Rivista di Storia delle Scienze Mediche e 
Naturali [Riv. Stor. Sci. med. nat.| 40, 19-51, Jan.- June, 
1949. 14 figs. 


937. Figures and Teachers in the Medical School of 
Padua. (Figure e maestri della scuola medica Padovana) 
A. GASBARRINI. Rivista di Storia delle Scienze Mediche 
Naturali (Riv. Stor. Sci. med. nat.) 40, 52-64, Jan.— 
June, 1949. 15 figs. 


938. Harvey’s and Cesalpino’s Role in the History of 
Medicine 

S. Pecrer. Bulletin of the History of Medicine [Bull. 
Hist. Med.| 23, 213-235, May-June, 1949. 28 refs. 


939. Eighteenth Century Medical Care: A Study of 
Roxburghshire 
I. E. MCCRACKEN. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.| 42, 410-416, June, 1949. 
1 fig., 24 refs. 


940. Surgical Lectures by Paracelsus in Basle, 1527— 
1528. (Die Chirurgischen Vorlesungen von Paracelsus 
in Basel, 1527-1528) 

H. Nicst. Helvetica Chirurgica Acta {Hely. chir. Acta] 
16, 157-182, June, 1949. 8 refs. 


941. Advertisements on the Treatment of Venereal 
Disease and the Social History of Venereal Disease 

A. Fesster. British Journal of Venereal Diseases [Brit. 
J. vener. Dis.) 25, 84-87, June, 1949. 9 refs. 


942. 150 Years of the Chair of Obstetrics and Gynae. 
cology at the Kirov Academy of Military Medicine. (150 
neT H THHEKONOrHH BoeHHO- 
M€QMUHHCKOH axagemuu uM, C. M. Kuposa) 
K. M. FiGurnov. Axywepcrso u xxHexonorug 
[Akush. Ginek.] No. 3, 3-12, May—June, 1949. 


943. The First Russian Textbook of Operative Surgery, 
yue6uuk no onepaTHBHOoH xupyp- 
rHH) 

B. M. Kuromov. Xupyprusa [Khirurgiva] No. 6. 
3-10, June, 1949. 2 refs. 
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